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TITLE OF THE INVENTION 



DI-ARYL SUBSTITUTED TETRAZOLE MODULATORS OF METABOTROPIC 

GLUTAMATE RECEPTOR-5 

B ACKGROLnSD OF THE DSTVENllON 



FIELD OF THE INVENTION 

The present invention is directed to tetrazole compounds substituted 

10 with i) a heteroaryl ring and ii) another heteroaryl or aryl ring with at least one of the 
rings being further substituted with another ring. In particular, this invention is 
directed to tetrazole compounds substituted directiy, or by a bridge, with i) a 
heteroaryl moiety containing N adjacent to the point of connection of the heteroaryl 
and ii) another heteroaryl or aryl ring, with at least one of the rings being further 

15 substituted with another ring, which are metabotropic glutamate receptor - subtype 5 
("mGluRS'') modulators useful in the treatment of psychiatric and mood disorders 
such as, for example, schizophrenia, anxiety, depression, panic, bipolar disorder, and 
circadian rhythm disorders, as well as in the treatment of pain, Parkinson's disease, 
cognitive dysfunction, epilepsy, dmg addiction, dmg abuse, dmg withdrawal, obesity 

20 and other diseases. 



RELATED BACKGROUND 

A major excitatory neurotransmitter in the mammalian nervous system 
is the glutamate molecule, which binds to neurons, thereby activating cell surface 

25 receptors. Such surface receptors are characterized as either ionotropic or 

metabotropic glutamate receptors. The metabotropic glutamate receptors ("mGluR") 
are G protein-coupled receptors that activate intracellular second messenger systems 
when bound to glutamate. Activation of mGluR results in a variety of cellular 
responses- In particular, mGluRl and mGluRS activate phospholipase C, which is 

30 followed by mobilizing intracellular calcium. 

Modulation of metabotropic glutamate receptor subtype 5 (mGluR5) is 
useful in the treatment of diseases that affect the nervous system (see for example 
W.PJ.M Spooren et al., Trends Phannacol. ScL, 22:331-337 (2001) and references 
cited therein). For example, recent evidence demonstrates the involvement of 

35 mGluRS in nociceptive processes and that modulation of mGluR5 using mGluR5- 
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selective compounds is useful in the treatment of various pain states, including acute, 
persistent and chronic pain [K Walker et al., Neurophannacology, 40:1-9 (2001); F. 
Bordi, A. Ugolini Brain Res,, 871:223-233 (2001)], inflammatory pain [K Walker et 
al., Neurophannacology, 40:10-19 (2001); Bhave et al. Nature NeuroscL 4:417-423 
5 (2001)] and neuropathic pain [Dogrul et al. NeuroscL Lett 292:115-118 (2000)]. 

Further evidence supports the use of modulators of mGluRS in the 
treatment of psychiatric and neurological disorders. For example, mGluRS-selective 
compounds such as 2-methyl-6-(phenylethynyl)-pyridine ("MPEP") are effective in 
animal models of mood disorders, including anxiety and depression [W.P J.M 

10 Spooren et al., 7. Pharmacol Exp. Ther., 295:1267-1275 (2000); B. Tatarczynska et 
al, Brit. /. Pharmacol, 132:1423-1430 (2001); A. Klodzynska et al, Pol J. 
PItarmacol, 132: 1423-1430 (2001)]. Gene expression data from humans indicate that 
modulation of mGluR5 may be useful for the treatment of schizophrenia [T. Ohnuma 
et al, Mol Brain. Res., 56:207-217 (1998); ibid, Mol Brain. Res., 85:24-31 (2000)]. 

15 Studies have also shown a role for mGluR5, and the potential utility of mGluRS- 

modulatory compounds, in the treatment of movement disorders such as Parkinson's 
disease [W.P.J.M Spooren et al., Europ. J. Pharmacol 406:403-410 (2000); H. Awad 
et al., /. NeuroscL 20:7871-7879 (2000); K. Ossawa et al. Neuropharmacol 41:413- 
420 (2001)]. Other research supports a role for mGluRS modulation in the treatment 

20 of cognitive dysfunction [G. Riedel et al, Neuropharmacol 39:1943-1951 (2000)], 
epilepsy [A. Chapman et al, Neuropharmacol 39:1567-1574 (2000)] and 
neuroprotection [V. Bruno et al, Neuropharrruicol 39:2223-2230 (2000)]. Studies 
with mGluR5 knockout mice and MPEP also suggest that modulation of these 
receptors may be useful in the treatment of drug addiction, drug abuse and dmg 

25 withdrawal [C, Chiamulera et al. Nature NeuroscL 4:873-874 (2001)]. 

Ihtemational Patent Publications WO 01/12627 and WO 99/26927 
describe heteropolycyclic compounds and their use as metabotropic glutamate 
receptor antagonists. 

U.S. Patent No. 3,647,809 describes pyridyl-l,2,4-oxadiazole 

30 derivatives. U.S. Patent No. 4,022,901 describes 3-pyridyl-5-isothiocyanophenyl 
oxadiazoles. International Patent Publication WO 98/17652 describes oxadiazoles, 
WO 97/03967 describes various substituted aromatic compounds, JP 13233767A and 
WO 94/22846 describe various heterocyclic compounds. 

Compounds that include ringed systems are described by various 

35 investigators as effective for a variety of therapies and utilities. For example. 
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Intemational Patent Publication No. WO 98/25883 describes ketobenzamides as 
calpain inhibitors, European Patent Publication No. EP 811610 and U.S. Patent Nos. 
5,679,712, 5,693,672 and 5, 747, 541 describe substituted benzoylguanidine sodium 
channel blockers, and U.S. Patent No. 5,736,297 describes ring systems useful as a 
5 photosensitive composition. 

However, there remains a need for novel compounds and compositions 
that therapeutically inhibit mGluR5 with minimal side effects. 

SUMMARY OF THE INVENTION 

10 The present invention is directed to novel tetrazole compounds 

substituted directly, or by a bridge, with i) a heteroaryl moiety containing N adjacent 
to the point of connection of the heteroaryl and ii) another heteroaryl or aryl ring, with 
at least one of the rings being further substituted with another ring, which are 
metabotropic glutamate receptor - subtype 5 modulators useful in the treatment of 

15 psychiatric and mood disorders such as, for example, schizophrenia, anxiety, 
depression, bipolar disorders, and pandc, as well as in the treatment of pain, 
Parkinson's disease, cognitive dysfunction, epilepsy, circadian rhythm and sleep 
disorders - such as shift-work induced sleep disorder and jet-lag, drug addiction, drug 
abuse, drug withdrawal, obesity and other diseases. This invention also provides a 

20 pharmaceutical composition which includes an effective amount of the novel tetrazole 
compounds substituted with a heteroaryl moiety, and a pharmaceutically acceptable 
carrier. 

This invention further provides a method of treatment of psychiatric 
and mood disorders such as, for example, schizophrenia, anxiety, depression, panic, 
25 bipolar disorders, and circadian rhythm and sleep disorders, as well as a method of 
treatment of pain, Parkinson's disease, cognitive dysfunction, epilepsy, obesity, dmg 
addiction, dmg abuse and drag withdrawal by the administration of an effective 
amount of the novel tetrazole compounds substituted with a heteroaryl moiety. 

30 DETAILED DESCRIPTION OF THE INVENTION 

The compounds of the present invention are represented by Formula 

0): 
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(D 

or a pharmaceutically acceptable salt thereof, wherein 

X and Y each independently is aryl or heteroaryl wherein at least one 
5 of X and Y is a heteroaryl with N adjacent to the position of attachment to A or B 
respectively; 

X is optionally substituted with 1-7 independent halogen, ~CN, NO2, 
-Ci-ealkyl, -Ci-6alkenyl, -Ci-6alkynyl, -ORl, -NR1r2, ~C(=NR1)KR2r3, 
-N(=NR1)NR2r3. -NR1cOR2, -NRICO2R2, -NRlSOzR^, -NR1CONR2r3,-SR4, 
10 -S0R4, --SO2R4, -SO2NRIR2, -CORl, -COaRl, -<:ONR1r2, -C(=NR1)R2, or 
-C(=N0R1)R2 substituents, wherein optionally two substituents are combined to 
form a cycloalkyl or heterocycloalkyl ring fused to X; wherein the -Ci-6alkyl 

substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
15 7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups; 

R1. R2, and R3 each independently is -Co-6alkyl, -C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 

halogen, -CN, -Ci-6alkyl, -0(Co.6alkyl); -0(C3.7cycloalkyl), -O(aryl), -N(Co- 
20 6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3.7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

r4 is -Ci-6alkyl, -C3-7cycloalkyl, heteroaryl, or aryl; optionally 

substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 

7cycloalkyl), -0(aryl), -N(Co.6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), 

-N(Co-6alkyl)(aryl) substituents; 
25 A is -Co-4alkyl, -C0-2alkyl-SO--C0-2alkyl- -C0-2alkyl-~SO2-C0- 

2alkyl- -Co-2alkyl--CO-Co-2alkyl-, -Co-2alkyl-NR^CO-Co-2a]kyl-, -Co-2alkyl- 

NR^SO2-C0-2alkyl- or -heteroCo-4alkyl; 

W is -C3-7cycloalkyl, -heteroC3-7cycloalkyl, -C0-6alkylaryl, or -CQ- 

6alkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci- 
30 ealkyl, -Ci-6alkenyl, -Ci-6alkynyl, -ORl, -NR1r2 -<:(=NR1)NR2r3, 
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-N(=NR1)NR2r3. _NR1cOR2, -N1?.1C02R2, -NR1S02R4, -NR1CONR2r3,-SR4, 
-S0R4, -SO2R4, -SO2NRIR2, -CORl, -CO2RI, -CONR1R2, -C(=NR1)R2, or 
-C(=N0R1)R2 substituents; 

Y is optionally substituted with 1-7 independent halogen, -CN, NO2, 
-Ci.6alkyl, -Ci.6alkenyl, -Ci-6alkynyl, -0R5, -NR5r6, -C(=NR5)NR6r7, 

-N(=NR5)NR6r7. -NR5cOR6, -NR5c02R6, -NRSsOzRS, -NR5C0NR6r7,-SR8, 
-S0R8, -SO2R8. -SO2NR5R6, -COR5, -CO2R5, -CONR5r6, -C(=NR5)r6, or 
-C(=NOR5)r6 substituents, wherein optionally two substituents are com^bined to 
form a cycloalkyl or heterocycloalkyi ring fused to Y; wherein the -Ci-6alkyl 

substituent, cycloalkyl ring, or heterocycloalkyi ring each optionally is further 
substituted with 1-5 independ^t halogen, -CN, -Ci-6alkyl, -O(C0-6all«yl). -0(C3- 
Vcycloalkyl), -0(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(C0-6alkyl)(aryl) groups; 

r5, r6, and b7 each independently is -Co-6alkyl. -C3-7cycloalkyl, 

heteroaiyl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3.7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents;' 

r8 is -Ci-6alkyl, -C3_7cycloalkyl, heteroaryl, or aryl; optionally 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), 
-N(Co-6alkyl)(aryl) substituents; 

B is -Co-4alkyl, -Co-2alkyl-SO-Co-2alkyl-, -Co-2alkyl-^02-Co- 
2alkyl-, -Co-2alkyl-CO-Co-2alkyl- -Co-2alkyl-NR^°CCM:o-2alkyl-, -Co-2alkyl- 
NR^°SC)2-Co-2alkyl- or -lieteroCo-4alkyl; 

R9 and RlO each independently is -Co-6alkyl, -C3-7cycloaIkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci.6alkyl, -O(C0-6alkyl), -0(C3-7cycloalkyl). -0(aryl), -N(Co. 
6alkyl)(Co-6alkyl), -N(Co-6alkylXC3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

Z is -C3.7cycloalkyl, -heteroC3-7cycloalkyl, -Co-6alkylaryl, or-Co- 
ealkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Cl- 
6alkyl, -Ci-ealkenyl, -Ci-ealkynyl, -ORl, -NR1r2, -C(=NR1)NR2r3, _ 
N(=NR1)NR2r3. -NR1C0R2, -NRICO2R2, -NR1S02R4, -NR1CONR2r3 _SR4, 
-S0R4, -SO2R4, -SO2NRIR2, -CORl, -C02R1,-CONR1r2, -C(=NR1)R2, or- 
C(=N0R1)R2 substituents; 
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one of W and Z is optionally absent; and 
any N may be an N-oxide. 

In one aspect, the compounds of this invention are represented by 
5 Formula (I) or a pharmaceutically acceptable salt thereof, wherein 

X is 2-pyridyl optionally substituted with 1-4 independent halogen, 
-CN, NO2, -Ci^alkyl, -Ci-6alkenyl, -Ci^alkynyl, -ORl. -NR1r2, 
-C(=NR1)NR2r3, -N(=NR1)NR2r3. -NR1C0R2, -NRICO2R2, -NR1S02R4, 
-NR1CONR2r3,-SR4, -S0R4, -SOaR^, -SO2NRIR2, -CORl, -CO2RI, -CONR1r2, 
10 -C(=NR1)R2, or -C(=N0R1)R2 substituents, wherein optionally two substituents aie 
combined to form a cycloalkyl or heterocycloalkyl ring fused to X; wherein the -Cl- 
6alkyl substituent, cycloalkyl riiig, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -0(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(C0-6alkyl)(C3-7cycloalkyl), or 

15 -N(C0-6alkyl)(aJ7l) groups; 

Rl, R2, and R3 each independently is -Co-6alkyl. -C3-7cycloall£yl, 
heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3_7cycloalkyl). -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

20 R4 is -C i-6alkyl, -C3-7cycloalkyl, heteroaryl, or aryl ; optionally 

substituted with 1-5 independent halogen, -CN, -Cl-6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co_6alkyl), -N(Co.6alkyl)(C3.7cycloalkyl), 
-N(Co-6alkyl)(aryl) substituents; 

A is -C(M.alkyl, -Co-2alkyl-SO-Co-2alkyl-, -C0-2alkyl--SO2-C0- 

25 2alkyl-, -Co-2alkyl-CO-Co-2alkyl-, -Co-2alkyl-NR®CO-Co-2alkyl-, -Co-2alkyl- 
NR'S02-Co-2alkyl- or -heteroC0-4alkyl; 

W is -C3-7cycloalkyl, -heteroC3-7cycloalkyl, -Co-6alkylaryl, or -Q). 
6alkylheteix3aryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci- 
ealkyl, -Ci-6alkenyl, -Ci-6alkynyl. -ORl, -NR1r2 -C(=NR1)NR2r3, 

30 -N(=NR1)NR2r3. -NR1C0R2, -NRICO2R2, -NR1S02R4, -NR1CONR2r3,-SR4 
-S0R4, -SO2R4, -SO2NRIR2, -CORl, -CO2RI, -CONR1r2, -C(=NR1)R2, or 
-C(=N0R1)R2 substituents; 

Y is aryl or heteroaryl optionally substituted with 1-7 independent 
halogen, -CN, NO2, -Ci-6alkyl, -Ci.6alkenyl, -Ci-6alkynyl, -0R5, -NR5r6, 

35 -C(=NR5)NR6r7, -N(=NR5)NR6r7. -NR5cOR6, -1SIR5c02R6, -NR5s02R8, 
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-NR5CONR6r7,^SR8, -S0R8, -SO2R8, -S02NR5r6, -C0R5, -CO2R5, -CONR5r6, 
-C(=NR5)r6^ or -C(=NOR5)r6 substituents, wherein optionally two substituents are 
combined to form a cycloalkyl or heterocycloalkyl ring fused to Y; wherein the -Ci- 
6alkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
5 substituted with 1 -5 independent halogen, -CN, -C 1 -6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups; 

R5, r6, and r7 each independently is -Co-6alkyl, -C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
10 halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3.7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl)> -N(Co-6alkyl)(C3«7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

R8 is -Ci^alkyl, -C3-7cycloalkyl, heteroaryl, or aryl; optionally 
substituted with 1-5 independent halogen, -CN, ~Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), 
15 -N(Co-6alkyl)(aryl) substituents; 

B is -Co.4alkyl, -Co-2alkyl-SO-Co-2alkyK -Co-2alkyl-S02-Co. 
2alkyl-, -Co-2alkyl-CO-Co-2alkyl~, -Co-2alkyl-NR^°CO-Co-2alkyl- -Co-2alkyl- 
NR^*^SO2-C0-2alkyl- or -heteroCo-4alkyl; 

R9 and RlO each independently is -Co-6alkyl, -C3-7cycloalkyl, 

20 heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 

halogen, -CN, -Ci^ealkyl, -O(C0-6alkyl), -0(C3-7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3.7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

Z is -C3-7cycloaIkyl, -4ieteroC3-7cycloalkyl, -Co-6alkylaryl, or-Co- 
6alkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci- 

25 6alkyl, -Ci-6alkenyl, -Ci-ealkynyl, -ORl, -NR1r2 -C(=NR1)NR2r3, 

-N(=NR1)NR2r3, -NR1C0R2, -NRICO2R2, -NR1S02R4, -NR1CONR2r3,-SR4, 
-S0R4, -SO2R4, ^02NR1r2, -CORI, -CO2RI, -CONR1r2, .C(=NR1)R2, or 
-C(=N0R1)R2 substituents; 

one of W and Z is optionally absent; and 

30 any N may be an N-oxide. 

In an embodiment of this one aspect, the compounds of this invention 
are represented by Formula (I) or a pharmaceutically acceptable salt thereof, wherein 
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X is 2-pyridyl optionally substituted with 1-4 independent halogen, 
-CN, NO2, -Ci-6alkyl, -Ci.6alkenyl, -Ci-6alkynyl, -ORl, -NR1r2, 
-C(=NR1)NR2r3, -N(=NR1)NR2r3, -NR1C0R2, -NRICO2R2, -NRlSOsR^, 
«NR1CONR2r3,^SR4, .S0R4, -SOaR^, -SO2NRIR2, -CORl, -CO2RI, -CONR1r2, 
5 -C(=NR1)R2, or ~C(=N0R1)R2 substituents, wherein optionally two substituents are 
combined to form a cycloalkyl or heterocycloalkyl ring fused to X; wherein the -Cl- 
ealkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
Vcycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
10 -N(Co-6alkyl)(aryl) groups; 

R1, R2, and R3 each independently is -Co-6alkyl, -C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3-7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3.7cycloalkyl),-N(Co-6alkyl)(aryl) substituents; 

15 R4 is -Ci-6alkyl, -C3-7cycloalkyl, heteroaryl, or aryl; optionally 

substituted with 1-5 independent halogen, --CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), 
-N(Co-6alkyl)(aryl) substituents; 

A is -Co-4alkyl, -Co~2alkyl-SO-Co-2alkyK -C0-2alkyl-SO2-C0- 

20 2alkyK -Co-2alkyl-CO--Co~2alkyl-, -Co-2alkyl--NR^CCM::o-2alkyl-, -Co-2alkyl- 
NR^SO2-C0-2alkyl- or -heter6Co-4alkyl; 

W is -C3-7cycloalkyl, -heteroC3-7cycloalkyl, -Co-6alkylaryl, or -Cq- 
6alkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci- 
ealkyl, -Ci-ealkenyl, -Ci-6alkynyl, -ORl, -NR1r2, -C(=NR1)NR2r3, 

25 -N(=NR1)NR2r3, -NR1C0R2, -NRICO2R2, -NR1S02R4, -NR1CONR2r3,-SR4, 
-S0R4 -SO2R4, -SO2NRIR2, -CORl, -CO2RI, -CONR1r2, .C(=NR1)R2, or 
-C(=N0R1)R2 substituents; 

Y is phenyl optionally substituted with 1-5 independent halogen, -CN, 
NO2, -Ci.6alkyl, -Ci-6alkenyl, -Ci-6alkynyl, -0R5, -NR5r6, .C(=NR5)NR6r7, 

30 -N(=NR5)NR6r7, -NR5cOR6, -NR5c02R6, -NR5s02R8, -NR5C0NR6r7,^r8, 
-S0R8, -SO2R8, -S02NR5r6, -CORS, -CO2R5, -C:ONR5r6, -C(=NR5)r6, or 
-C(=NOR5)r6 substituents, wherein optionally two substituents are combined to 
form a cycloalkyl or heterocycloalkyl ring fused to Y; wherein the -Ci-6alkyl 

substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
35 substituted with 1-5 independent halogen, -CN, -Ci.6alkyl, -O(C0-6alkyl), -0(C3. 
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Vcycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -l>J(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups; 

R5, r6^ and r7 each independently is -C0-6alkyl, -C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
5 halogen, -CN, ~Ci-6alkyl, -O(C0-6alkyl), -0(C3.7cycloalkyl), -O(aryl), -N(Co. 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3.7cycloalkyl), ~N(Co-6alkyl)(aryl) substituents; 

R8 is -Ci^s^^h -C3.7cycloalkyl, heteroaryl, or aryl; optionally 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), ~0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), 
10 -N(Co-6alkyl)(aryl) substituents; 

B is -Co-4alkyl, -Co-2alkyl-Sa-Co-2alkyl- -Co-2alkyl-S02--Co. 
2alkyl-, -Co-2alkyl-CO-Co-2alkyl-, -<:o-2alkyl-NR^*^CO-Co-2alkyl- -Co-2alkyl- 
NR*^SO2-C0-2alkyl-~ or -heteroCo^alkyl; 

R9 and RlO each independently is -Co-6alkyl, -C3-7cycloalkyl, 

15 heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 

halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), ^(C3-7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-.6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

Z is -C3-7cycloalkyl, --heteroC3-7cycloalkyl, -Co-6alkylaryl, or-Co- 
galkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci« 

20 ealkyl, -Ci-6alkenyl, -Ci-6alkynyl, -ORl, -NR1r2, ~C(=NR1)NR2r3, 

-N(=NR1)NR2r3, -.NR1C0R2, -NRICO2R2, -NRISO2R4, -NR1CONR2r3,-^r4, 
-SOR4, -SO2R4, -SO2NRIR2, -CORl, -CO2RI, -CONR1r2, ^C(=NR1)R2, or- 
C(=N0R1)R2 substituents; 

one of W and Z is optionally absent; and 

25 any N may be an N-oxide. 



In a second aspect, the compounds of this invention are represented by 
Formula (I) or a phannaceutically acceptable salt thereof, wherein 

X is aryl or heteroaryl optionally substituted with 1-7 independent 
30 halogen, -CN, NO2, -Ci-6alkyl, -Ci^ealkenyl, -Ci^ealkynyl, ~ORl, -.NR1r2, 
-C(=NR1)NR2r3, ~N(=NR1)NR2r3. --NR1C0R2 -NRICO2R2, -NRlSOaR^, 
-NR1CONR2r3,^SR4, -S0R4, -SO2R4, -SO2NRIR2, -CORl, -CO2RI, -CONR1r2 
-C(=NR1)R2, or-C(=NORl)R2 substituents, wherein optionally two substituents are 
combined to form a cycloalkyl or heterocycloalkyl ring fused to X; wherein the -Ci^ 
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galkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups; 
5 R1, R2, and R3 each independently is -Co-6alkyl, -C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci^alkyl, -O(C0-6alkyl), -0(C3-7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

r4 is -Ci-galkyl, -C3-7cycloalkyl, heteroaryl, or aryl; optionally 
10 substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -0(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), 

-NCCo-eaUQ'lXaryl) substituents; 

A is -Co-4alkyl, -Co-2alkyl-SO-Co-2alkyl-, -Co-2alkyl-S02-Co- 
2alkyl-, -Co-2alkyl-CO-Co-2alkyl- -Co-2alkyl-NR'CO-CO-2al]cyl- -C0-2alkyl- 
15 NR®S02-Co-2alkyl-or-heteroCo-4alkyl; 

W is -C3-7cycloalkyl, ^eteroC3-7cycloalkyl, -Co-6alkylaryl, or-Co- 
■ 6alkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci- 
6alkyl, -Ci.6alkenyl, -Ci.6alkynyl, -ORl, -1SIR1r2, -C(=NR1)NR2r3, 
-N(=NR1)NR2r3. _NR1C0R2, -NRICO2R2, -NR1S02R4, -NR1CONR2r3,--SR4, 
20 -S0R4, -SO2R4, -SO2NRIR2, -CORl, -CO2RI. -CONR1r2, -C(=NR1)R2, or 
-C(=N0R1)R2 substituents; 

Y is 2-pyridyl optionally substituted with 1-4 independent halogen, 
-CN, NO2, -Ci-6alkyl, -Ci-6alkenyl, -Ci^alkynyl, -0R5, -NR5r6, 
-C(=NR5)NR6r7, -N(=NR5)NR6r7. -NR5cOR6, -NR5c02R6, -NRSSO^RS, 
25 -NR5CONR6r7,_sr8, -S0R8, -SO2R8, -SOaNR^Rfi. -C0R5, -COzRS, -CONR5r6, 
-C(=NR5)R6, or-C(=NOR5)R6 substituents, wherein optionally two substituents are 
combined to form a cycloall^l or heterocycloalkyl ring fused to Y; wherein the -Ci- 
6alkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -<:i-6alkyl, -O(C0-6alkyl), -0(C3. 
30 7cycloalkyl), -0(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloaIkyl), or 
-N(Co-6alkyl)(aryl) groups; 

R5, r6, and R7 each independently is -Co-6alkyl, -C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
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halogen, -CN, -Ci.6alkyl, -O(C0-6alkyl), -0(C3.7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalJcyl), -N(C0-6alkyl)(aryl) substituents; 

r8 is -Ci.6alkyl, -C3-7cycloalkyl, heteroaryl, or aryl; optionally 
substituted with 1-5 independent halogen, -CN, -Ci_6alkyl, -0(Co-6alkyl), -0(C3_ 
5 7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(C0-6alkyl)(C3_7cycloalkyl), 
-N(Co-6alkyl)(aryl) substituents; 

B is -Co-4alkyl, -Co-2alkyl-SO-Co-2alkyl-, -C0-2alkyl-SO2-Cd- 
2alkyl-, -Co-2alkyl-CO-Co-2alkyl- -Co-2alkyl-NR^"CO-Co-2alkyl- -Co-2alkyl- 
NR^°S02-Co-2all!yl- or -heteroCo-4alkyl; 
io R9 and RlO each independently is -Co-6alkyl, -C3_7cycloalkyl, 

heteroaryl, or aiyl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3-7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3_7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

Z is -C3_7cycloalkyl, -heteroC3-7cycloalkyl, -Co-6alkylaryl, or -Cq- 

15 galkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci_ 
6alkyl, -Ci.6alkenyl, -Ci.6alkynyl, -ORl, -NRiR2 -C(=NR1)NR2r3, 
-N(=NR1)NR2r3. -NR1cOR2, -NRICO2R2, -NR1S02R4, -NR1CONR2r3,_sr4, 
-S0R4, -SO2R4, -SO2NRIR2, -CORl. -CO2RI. -CONR1R2, -C(=NR1)R2, or 
-C(=N0R1)R2 substituents; 

20 one of W and Z is optionally absent; and 

any N may be an N-oxide. 

In a third aspect, the compounds of this invention are represented by 
Formula (I) or a pharmaceutically acceptable salt thereof, wherein 

25 X is phenyl optionally substituted with 1-5 independent halogen, -CN, 

NO2, -Ci^alkyl, -Ci-6alkenyl, -Ci-ealkynyl, -ORl, -NR1r2, -C(=NR1)NR2r3, 
-N(=NR1)NR2r3._NR1COR2, -NRICO2R2, -NRlSOaR^, -NR1CONR2r3,-SR4, 
-S0R4, -SO2R4, -SO2NRIR2. -CORl, -CO2RI, -CONR1r2, -C(=NR1)R2, or 
-C(=N0R1)R2 substituents, wherein optionally two substituents are combined to 

30 form a cycloallqrl or heterocycloallqrl ring fused to X; wherein the -Ci_6alkyl 

substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substihjted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3. 
7cycloalkyl), -0(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3_7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups; 
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Rl, R2, and R3 each independently is -Co-6alkyl, -C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, ^CN, ~Ci-6alkyl, ~0(Co-6alkyl), ~0(C3-7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

R4 is -Ci-6alkyl, -Cs-vcycloalkyl, heteroaryl, or aryl; optionally 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3_ 
Vcycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3,7cycloalkyl), 
-N(Co-6alkyl)(aryl) substituents; 

A is -C0-4alkyl, -CO-2alkyl-SCM:;o-2alkyl- ~C0-2alkyl-SO2"-C0- 
2alkyl-, -Co-2alkyl-CO-Co-2alkyK -<:o-2alkyl-NR^CO-Co-.2alkyl-, -Co-2alkyl- 
NR^SO2-C0-2alkyl- or -heteroCo-4alkyl; 

W is -C3-7cycloalkyl, -4ieteroC3-7cycloalkyl, -Co-6alkylaryl, or -Cq- 
6alkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci- 
ealkyl, -Ci-6alkenyl, -Ci^ealkynyl, ^ORl, -NR1r2, -C(=NR1)NR2r3, 
-N(=NR1)NR2r3, -.NR1COR2, -NRICO2R2 -NRlSOzR^, ~NR1CONR2r3,-SR4, 
-S0R4, -SO2R4 -SO2NRIR2, -CORl, -CO2RI, ^ONR1r2, -C(=NR1)R2 or 
-C(=N0R1)R2 substituents; 

Y is aryl or heteroaryl optionally substituted with 1-7 independent 
halogen, -CN, NO2, -Ci-6alkyl, -Ci-6alkenyl, -Ci-6alkynyl, -0R5, -NR5r6, 

-C(=NR5)NR6r7, -N(=NR5)NR6r7,_nr5C0R6, -NRScOzR^, -NRSsOzRS, 
-.NR5C0NR6r7,-^r8, -SORS, -SO2R8, ~S02NR5r6, -C0R5, .CO2R5, -CONR5r6, 
-C(=NR5)r6^ or -C(=N0R5)R6 substituents, wherein optionally two substituents are 
combined to form a cycloalkyl or heterocycloalkyl ring fused to Y; wherein the -Ci- 
galkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-galkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups; 

R5, r6, and R7 each independently is — Co-6alkyl, -C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3-7cycloalkyl), -O(aryl), ~N(Co. 
6alky])(Co.6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(C0-6alkyl)(aryl) substituents; 

R8 is -Ci-6alkyl, -C3-7cycloalkyl, heteroaryl, or aryl; optionally 
substituted with 1-5 independent halogen, -CN, -Ci-6allq^l, -O(C0-6alkyl), -0(C3. 
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7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3.7cycloalkyl), 
-N(Co-6alkyl)(aryl) substituents; 

B is -C0-4alkyl, -C0-2alkyl-SO~C0-2alkyl-, ~C0^2alkyl-SO2-C0- 
2alkyl-, -Co-2alkyl-CO-Co-2alkyK -Co-2alkyl-NR^^CO-Co-2alkyl- -Co-2alkyl- 
5 NR^^S02-Co-2alkyl- or -heteroCo-4alkyl; 

R9 and RlO each independently is -Co-6alkyl, ~C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1--5 independent 
halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3.7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

0 Z is -C3-7cycloalkyl, -heteroC3-7cycloalkyl, -Co-6alkylaryl, or — Cq- 

galkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci- 
ealkyl, -Ci-ealkenyl, -Ci-6alkynyl, -ORl, -NR1r2 -C(=NR1)NR2r3, - 
N(=NR1)NR2r3. -NR1C0R2, -NRICO2R2, -NRlSOzR^, -NR1CONR2r3,-SR4, 
-S0R4,^02R4, -SO2NRIR2 -CORl, -CO2RI, -CONR1r2, .C(=NR1)R2, or- 

5 C(=N0R1)R2 substituents; 

one of W and Z is optionally absent; and 
any N may be an N-oxide. 

In an embodiment of this third aspect, the compounds of this invention 
0 are represented by Formula (I) or a pharmaceutically acceptable salt thereof, wherein 
X is phenyl optionally substituted with 1-5 independent halogen, -CN, 
NO2, -Ci-ealkyl, -Ci-6alkenyl, .Ci.6alkynyl, -ORl, -NR1r2, ~C(=NR1)NR2r3, 
-N(=NR1)NR2r3. -NR1C0R2 ^NR1C02R2, -NR1S02R4, ~NR1CONR2r3,-^r4 
-S0R4, -SO2R4, -SO2NRIR2, -CORl, -CO2RI, -CONR1r2, -C(=NR1)R2, or 
5 -C(=N0R1)R2 substituents, wherein optionally two substituents are combined to 
form a cycloalkyl or heterocycloalkyl ring fused to X; wherein the — Ci-galkyl 

substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-ealkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6allcyl)(C3-7cycloalkyl), or 
0 -N(Co-6alkyl)(aryl) groups; 

R1, R2, and R3 each independently is -Co-6alkyl, -C3.7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, --CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3-7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co.6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-^alkyl)(aryl) substituents; 
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r4 is -Ci-6alkyl, -C3_7cycloalkyl, heteroaryl, or aryl; optionally 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3. 
Vcycloalkyl), -O(aryl), -N(Co-6alkyl)(CO-6alkyl), -N(Co-6al]cyl)(C3-7cycloalkyl), 
-N(Co-6alkyl)(aryl) substituents; 
5 A is -Co-4alkyl, -Co-2alkyl-SO-Co-2alkyl- -C0-2alkyl-SO2-C0- 

2alkyl-, -Co-2alk:yl-CO-Co-2alkyl- -Co-2alkyl-NR'CO-Co-2alkyl-, -Co-2aIkyl- 
NR'SO2-C0-2alkyl- or -heteroCo-4alkyl; 

W is -C3-7cycloalkyl, -heteroC3_7cycloalkyl, -Co-6aIkylaryl, or -CQ- 
galkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Cl- 
10 6alkyl, -Ci-6alkenyl, -Ci-ealkynyl, -ORl, -NR1r2, -C(=NR1)NR2r3, 

-N(=NR1)NR2r3. -NR1C0R2, -NRICO2R2, -NR1S02R4 -NR1CONR2r3,_SR4, 
-S0R4, -SO2R4. -5O2NRIR2, -CORl, -CO2RI, -CONR1r2, -C(=NR1)R2. or 
-C(=N0R1)R2 substituents; 

Y is 2-pyridyl optionally substituted with 1-4 independent halogen, 
15 -CN, NO2, -Ci-ealkyl, -Ci-6alkenyl, -Ci-6alkynyl, -0R5, -NR5r6, 

-C(=NR5)1SIR6r7, -N(=NR5)NR6r7. -NR5cOR6, -NRScOaR^, -NR5s02R8, 
-NR5C0NR6r7,-SR8, -S0R8, -.SO2R8, -S02NR5r6, -C0R5, -C02R5, -CONR5r6, 
-C(=NR5)r6, or -C(=N0R5)R6 substituents, wherein optionally two substituents are 
combined to form a cycloalkyl or heterocycloalkyl ring fused to Y; wherein the 
20 6alkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl). -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(C0-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups; 

r5, r6, and R7 each independently is -Co-6aIkyl, -C3_7cycloalkyl, 

25 heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 

halogen, -CN, -Ci-6alkyl, -O(G0-6alkyl), -0(C3-7cycloalkyl), -0(aryl), -N(Co- 
6alkyl)(Co-6aU<yl). -N(Co-6alkyl)(C3_7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

R8 is -Ci-6alkyl, -C3_7cycloalkyl, heteroaryl, or aryl; optionally 
substituted with 1-5 independent halo^n, -CN, -Ci-galkyl, -O(C0-6alkyl), -0(C3_ 

30 7cycloalkyl), -0(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), 
-N(Co-6alkyl)(aryl) substituents; 

B is -C0-4alkyl, -Co-2alkyl-SO-Co-2alkyl-, -Co-2alkyl-S02-Co- 
2alkyl-, -Co-2alkyl-CO-Co-2alkyl- -Co-2alkyl-NR^°CO--Co-2alkyl- -Co-2alkyl- 
NR^°S02-Co-2alkyl- or -heteroCo-4alkyl; 
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R9 and RlO each independently is -Co~6all^yl, -C3-7cycloalkyl, 



heteroaiyl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, ~Ci-6alkyl, ^(C0-6alkyl), -0(C3.7cycloalkyl), -O(aryl), -N(Co-. 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), ~N(Co-6alkyl)(aryl) substituents; 



6alkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci- 
6alkyl, -Ci-6alkenyl, -Ci-6alkynyl, -ORl, -NR1r2, -C(=NR1)NR2r3, 
-N(=NR1)NR2r3, -NR1C0R2, -NRICO2R2, -NR1S02R4, --NR1CONR2r3,-SR4, 
-S0R4, -SO2R4, -SO2NRIR2, -CORl, -CO2RI, -CONR1r2, -C(=NR1)R2, or 
10 -C(=N0R1)R2 substituents; 



In a fourth aspect, the compounds of this invention are represented by 
15 Formula (I) or a pharmaceutically acceptable salt thereof, wherein 

X is aryl or heteroaryl optionally substituted with 1-7 independent 
halogen, -CN, NO2, -Ci-6alkyl, -Ci-6alkenyl, -Ci-6alkynyl, -ORl, -NR1r2, 
-C(=NR1)NR2r3, -N(=NR1)NR2r3. -NR1C0R2, -NRICO2R2, -NRlSOzR^, 
-NR1CONR2r3,>^r4, -S0R4, -SO2R4, ~S02NR1r2, -CORI, -CO2RI, -CONR1r2, 
20 -C(=NR1)R2, or -C(=N0R1)R2 substituents, wherein optionally two substituents are 
combined to form a cycloalkyl or heterocycloalkyl ring fused to X; wherein the -Ci- 
galkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci.6alkyl, -O(C0-.6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
25 -N(Co-6alkyl)(aryl) groups; 

R1, R2, and R3 each independently is -C0-6alkyl, -C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci-ealkyl, -O(C0-6alkyl), -0(C3-7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 
30 R4 is --Ci-6alkyl, -C3-7cycloalkyl, heteroaryl, or aryl; optionally 

substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), 
-N(Co-6allcyl)(aryl) substituents; 



5 



Z is -C3-7cycloalkyl, -heteroC3-7cycloalkyl, -Co-ealkylaryl, or -Cq- 



one of W and Z is optionally absent; and 
any N may be an N-oxide. 
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A is -Co-4alkyl, -Co-2alkyl-SO-Co-2alkyl- -Co-2alkyl-S02-Co- 
2alkyl-, -Co-2alkyl-CO-Co-2alkyl-, -Co-2alkyl-NR^CO-Co-2alkyl-, -Co-2aIkyl- 
]SIR'S02-Co-2alkyl- or -heteroCo-4alkyl; 

W is -C3-7cycloalkyl, -heteroC3_7cycloaIkyl, -Co-6alkylaryl, or -Cq- 

5 6alkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci_ 
6alkyl, -Ci-6alkenyl, -Ci_6alkynyl, -ORl, -NR1r2, -C(=NR1)NR2r3, 
-N(=NR1)NR2r3. -NR1C0R2, -NRICO2R2, -NRlSOaR^, -NR1CONR2r3,_sr4 
-S0R4, -^02R4, -SO2NRIR2, -CORl, -CO2RI, -CONR1R2, -C(=NR1)R2, or 
-C(=N0R1)R2 substituents; 

0 Y is 1,3-thiazolyl optionally substituted with 1-2 independent halogen, 

-CN, NO2, -Ci^alkyl, -Ci.6alkenyl, -Ci-6alkynyl, -0R5, -NR5r6, 
-C(=NR5)NR6r7, -N(=NR5)NR6r7._NR5C0R6, -NR5c02R6, -NRSsOsRS, 
-NR5C0]SIR6r7,_sr8, -S0R8, -SO2R8. -S02NR5r6,-COR5, -CO2R5, -CONR5r6, 
-C(=NR5)R6, or -C(=N0R5)R6 substituents, wherein optionally two substituents are 

5 combined to form a cycloalkyl or heterocycloalkyl ring fused to Y; wherein the -C i_ 
galkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci.6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups; 

10 R5, r6, and R7 each independently is -Co-6alkyl, -C3_7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci-galkyl, -O(C0-6allqrl), -0(C3-7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co_6alkyl), -N(Co.6alkyl)(C3_7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

r8 is -Ci-6alkyl, -C3-7cycloalkyl, heteroaryl, or aryl; optionally 
:5 substituted with 1-5 mdependent halogen, -CN, -Ci^alkyl, -O(C0-6alkyl), -0(C3_ 
7cycloalkyl), -O(aiyl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), 
-N(Co-6alkyl)(aryl) substituents; 

B is -Co-4alkyl, -Co-2alkyl-SO-Co-2alkyl-, -C0-2alkyl-SO2-C0- 
2alkyl- -Co-2alkyl-CO-Co-2a]]£yl-, -Co-2alkyl-NR^°CO-Co-2alkyl-, -Co-2alkyl- 
10 NR^°S02-Co-2alkyl-or-heteroCo-4alkyl; 

r9 and RlO each independently is -Co-6alkyl, -C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3-7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 
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Z is -Cs^vcycloalkyl, -heteroC3-7cycloalkyl, -Co-6alkylaryl, or-CO- 
6alkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci- 
6alkyl, -Ci^ealkenyl, -Ci.6alkynyl, -ORl, ~NR1r2, ^C(=NR1)NR2r3, 
-N(=NR1)NR2r3, ~NR1cOR2, -NRICO2R2, -NRlSOzR^, -NR1CONR2r3 -SR4, 
5 -S0R4, -SO2R4, -SO2NRIR2, -CORl, -CO2RI, -CONR1r2, -C(=:NR1)R2, or 
-C(=N0R1)R2 substituents; 

one of W and Z is optionally absent; and 

any N may be an N-oxide. 

0 In an embodiment of this fourth aspect, the compounds of this 

invention are represented by Formula (I) or a pharmaceutically acceptable salt thereof, 
wherein 

X is phenyl optionally substituted with 1-5 independent halogen, -CN, 
NO2, -Ci-6alkyl, -Ci-6alkenyl, -Ci-6alkynyl, -ORl, -NR1r2, -C(=NR1)NR2r3, 
5 ^N(=:NR1)NR2r3. -NR1C0R2, .NRICO2R2, -NR1S02R4, -NR1CONR2r3,-5R4, 
-SOR4, -SO2R4, -^02NR1r2 -CORl, -CO2RI, -CONR1r2, -C(=NR1)R2, or 
-C(=N0R1)R2 substituents, wherein optionally two substituents are combined to 
form a cycloalkyl or heterocycloalkyl ring fiised to X; wherein the -Ci-6aU<yl 

substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
0 substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups; 

R1, R2, and R3 each independently is -Co-6alkyl, -C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
5 halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), ^(C3-7cycloalkyl), -O(aryl), -N(Co- 

6alkyl)(Co-6alkyl)» -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

R4 is -Ci-galkyl, -C3-7cycloalkyl, heteroaryl, or aryl; optionally 

substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl)» -0(C3- 

7cycloalkyl), -O(aryl), -N(Co.6alkyl)(CO-6alkyl), -N(Co-6alkyl)(C3-7cycloaLkyl), 
0 -N(Co-6alkyl)(aryl) substituents; 

A is -Co-4alkyl, -Co-2alkyl-SO-Co-2alkyl-, -Co-2alkyl-S02-Co. 

2alkyl-, -Co-2alkyl-CO-Co-2alkyl-, -C0-2alkyl-NR^CO-C0-2alkyl- -Co-2alkyl- 

NR^S02-Co-2alkyl- or -heteroCo-4alkyl; 
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W is -C3-7cycloalkyl, -heteroC3-7cycloalkyl, -Co-6alkylaryl, or -Cq- 
6alkylheteroaryl optionally substituted with 1-7 independent halogen, ~CN, NO2, -Ci- 
6alkyl, -Ci.6alkenyl, -Ci-ealkynyl, -ORl, -NR1r2, -C(=NR1)NR2r3, 
-N(=NR1)NR2r3, -NR1C0R2, -NRICO2R2, -NR1S02R4, --NR1CONR2r3 -SR4 
5 -S0R4, -SO2R4, -SO2NRIR2, -CORl, -CO2RI, -C01SIR1r2, -C(=NR1)R2, or 
-C(=N0R1)R2 substituents; 

Y is 1,3-thiazolyl optionally substituted with 1-2 independent halogen, 
-CN, NO2, -Ci-6alkyl, -Ci^ealkenyl, -Ci-ealkynyl, -0R5, -NR5r6, 

-C(=NR5)NR6r7, -N(=NR5)NR6r7,-Nr5c0R6, -NR5c02R6, -NRSsOaR^, 
10 -NR5C0NR6r7,-Sr8, -SORS, -SO2R8, -S02NR5r6, -C0R5, -COaRS, .CONR5r6, 
-C(=NR5)R6, or -C(=N0R5)R6 substituents, wherein optionally two substituents are 
combined to form a cycloalkyl or heterocycloalkyl ring fused to Y; wherein the -Ci- 
galkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
15 7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3.7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups; 

R5, r6^ and R7 each independently is -Co-6alkyl, --C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 

halogen, -CN, -Ci^ealkyl, ~O(C0-6alkyl), -0(C3-7cycloalkyl), -O(aryl), -N(Co- 
20 6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

R8 is -Ci-galkyl, ~C3-7cycloalkyl, heteroaryl, or aryl; optionally 

substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyI), -0(C3- 

7cycloalkyl), -0(aryl), -N(Col6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), 

-N(Co-6alkyl)(aryl) substituents; 
25 B is -Co.4alkyl, -Co-2alkyl-SO-Co.2alkyl-, -C0-2alkyl-SO2-C0- 

2alkyl-, -C0-2alkyl-CO-C0-2alkyl-, -Co-2alkyl-NR^^CO-CO-2alkyl-, -Co-2alkyl-. 

]SlR^^SO2-C0-2alkyl- or -heteroCo-4alkyl; 

R9 and RlO each independently is -Co-6alkyl, -C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
30 halogen, -CN, -Ci.6alkyl, -O(C0-6alkyl), -0(C3-7cycloalkyl), -O(aryl), -N(C0- 

6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

Z is -C3-7cycloalkyl, -heteroC3-7cycloalkyl, -C0-6alkylaryl, or-Co- 
. galkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci- 
6alkyl, -Ci-6alkenyl, -Ci-6alkynyl, -ORl, -NR1r2, -C(=NR1)NR2r3, 
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-N(=NR1)NR2r3,_nr1COR2 -NRICO2R2, -NR1S02R4, -NR1CONR2r3 _sr4 
-S0R4, -SO2R4, -SO2NRIR2, -CORl, -CO2RI, -CONR1R2, -C(=NR1)R2. or 
-C(=N0R1)R2 substituents; 



In a fifth aspect, the compounds of this invention are represented by 
Formula (I) or a pharmaceutically acceptable salt thereof, wherein 

X is aryl or heteroaryl optionally substituted with 1-7 independent 
10 halogen, -CN, NO2, -Ci_6alkyl, -Ci-6alkenyl, -Ci_6alkynyl, -ORl, -NR1r2, 
-C(=NR1)NR2r3, -N(=NR1)NR2r3, -NR1C0R2, -NRICO2R2, -NRlSOaR^, 
-NR1CONR2r3,_Sr4, -S0R4, -^02R4, ^02NRiR2, -CORl, -CO2RI, -CONR1r2, 
-C(=NR1)R2, or -C(=N0R1)R2 substituents, wherein optionally two substituents are 
combined to form a cycloalkyl or heterocycloalkyl ring fused to X; wherein the -Ci- 
15 6alkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alky0. -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6allq'l), -N(C0-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups; 

Rl, r2, and R3 each independently is -Co-6alkyl» -Cs-vcycloalkyl, 

20 heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 

halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3.7cycloalkyl), -0(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

r4 is -Ci_6alkyl, -C3-7cycloalkyl, heteroaryl, or aryl; optionally 
substituted with 1-5 indepaident halog^, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 

25 7cycloalkyl), -0(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3_7cycloalkyl), 
-N(Co-6alkyl)(aryl) substituents; 

A is -Co-4alkyl, -Co-2alkyl-SCM::o-2alkyl- -Co-2alkyl-^02-CO- 
2alkyl-, -Co-2alkyl-CO-Co-2alkyl-, -Co-2alkyl-NR'CO-Co-2alkyl-, -Co-2aIkyl- 
NR'S02-Co-2alkyl- or -heteroCo-4alkyl; 

30 W is -Co-6alkylaryl or -Co-6alkylheteroaryl optionally substituted 

with 1-7 independent halogen, -CN, NO2, -Ci_6alkyl, -Ci-6alkenyl, -Ci_6alkynyl, 
-ORl, -NR1r2, -C(=NR1)NR2r3, -N(=NR1)NR2r3, -NR1C0R2, -NRICO2R2. 
-NRISO2R4, -NR1CONR2r3,-SR4, -S0R4, -SO2R4, -SO2NRIR2, -CORl, 
-CO2RI, -CONR1r2, -C(=NR1)R2, or -C(=N0R1)R2 substituents; 



5 



one of W and Z is optionally absent; and 
any N may be an N-oxide. 
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Y is aryl or heteroaryl optionally substituted with 1-7 independent 
halogen, -CN, NO2, -Ci-6alkyl, -Ci^ealkenyl, -Ci-6alkynyl, -0R5, -NR5r6, 
-C(=NR5)NR6r7, -N(=NR5)NR6r7, -NR5cOR6, -NR5c02R6, -NR5s02R8, 
-NR5C0NR6r7 _sr8, -S0R8, -SO2R8, -S02NR5r6, -C0R5, -COiRS, -CON115r6, 

5 -C(=NR5)R6, or -C(=NOR5)r6 substituents, wherein optionally two substituents are 
combined to form a cycloalkyl or heterocycloalkyl ring fused to Y; wherein the -Ci- 
galkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), "O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 

0 -N(Co-6alkyl)(aryl) groups; 

R5, r6, and r7 each independently is -Co-6alkyl, -C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci-6alkyl, --0(Co.6alkyl), -0(C3.7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

5 R8 is -Ci-6alkyl, -C3-7cycloalkyl, heteroaryl, or aryl; optionally 

substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(C0-6alkyl)(C3-7cycloalkyl), 
-N(Co-6alkyl)(aryl) substituents; 

B is -C0-4alkyl, -Co-2alkyl-SO--Co-2alkyl-, ~Co-2alkyl--S02-Co- 

0 2alkyl-, -Co.2alkyl-CO-Co-2alkyl-, --■Co-2alkyl~NR^®CO--Co-2alkyK -Co-2alkyl- 
NR^°S02-Co-2alkyl~ or -4ieteroCo-4alkyl; 

R9 and RlO each independently is -Co-6alkyl, -C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3-7cycloalkyl), -O(aryl), -N(Co- 
5 6alkyl)(Co-6alkyl), -N(Co.6alkyl)(C3.7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

Z is -C3-7cycloalkyl, -heteroC3.7cycloalkyl, -Co-6alkylaryl, or-Co- 
galkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci- 
6alkyl, -Ci-ealkenyl, -Ci-6alkynyl, -ORl, -NR1r2, -C(=NR1)NR2r3, 
-N(=NR1)NR2r3, -NR1C0R2, .NRICO2R2, -NR1S02R4, -NR1CONR2r3,^r4 
0 -SOR4, -SO2R4, -SO2NRIR2, -CORl, -CO2RI, -CONR1r2 -C(=NR1)R2, or 
-C(=N0R1)R2 substituents; 

one of W and Z is optionally absent; and 

any N may be an N-oxide. 
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In a sixth aspect, the compounds of this invention are represented by 
Formula (I) or a pharmaceutically acceptable salt thereof, wherein 

X is aryl or heteroaryl optionally substituted with 1-7 independent 
halogen, -CN, NO2, -Ci_6alkyl, -Ci-6alkenyl, -Ci_6alkynyl, -ORl, -NR1R2, 
5 -C(=NR1)NR2r3, -N(=NR1)NR2r3. -NR1C0R2, -NRICO2R2, -NR1S02R4, 

-NR1CONR2r3,_SR4, -S0R4, -SOzR^, -SO2NRIR2, -CORI, -CO2RI, -CONR1r2, 
-C(=NR1)R2, or -C(=N0R1)R2 substituents, wherein optionally two substituents are 
combined to form a cycloalkyl or heterocycloalkyl ring fused to X; wherein the -Ci- 
ealkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
10 substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
Vcycloalkyl), -O(aryl), -N(Co-6alkyl)(CO-6alkyl), -N(Co-6alkyl)(C3_7cycloalkyl). or 
-N(Co-6alkyl)(aryl) groups; 

R1, R2, and R3 each independently is -Co-6aIkyl, -C3_7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
15 halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3.7cycloalkyl), -O(aryl), -N(Co- 

6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

R4 is -Ci-6alkyl, -C3_7cycloalkyl, heteroaryl, or aryl; optionally 

substituted with 1-5 independent halogen, -CN, -Ci_6alkyl, -O(C0-6alkyl), -0(C3- 

7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), 
20 -N(Co-6alkyl)(aryl) substituents; 

A is -Co-4alkyl, -Co-2aM£yl-SO-Co-2alkyl- -C0-2alkyl-SO2-C0- 
2alkyl-, -Co-2alkyl-CO-Co-2alkyl-, -Co-2alkyl-NR*CCM::o-2alkyl-, -Co-2alkyl- 
NR'S02-Co-2alkyl- or -heteroCo-4alkyl; 

W is -Co-6alkylaryl or -Co-6alkylheteroaryl optionally substituted 

25 with 1-7 independent halograi, -CN, NO2, -Ci_6alkyl, -Ci-6alkenyl, -Ci_6alkynyl, 
-ORl, -NR1r2 -C(=NR1)NR2R3, -N(=NR1)NR2r3. -NR1C0R2 -NRICO2R2, 
-NRISO2R4, -NR1CONR2r3,-SR4, -S0R4, -SO2R4, -SO2NRIR2, -CORl, 
-CO2RI, -CONR1r2, -C(=NR1)R2, or -C(=N0R1)R2 substituents; 

Y is pyrazolyl optionally substituted with 1-3 independent halo^n, 

30 -CN, NO2, -Ci.6alkyl, -Ci-6alkenyl, -Ci-6alkynyl, -0R5, -NR5r6, 

-C(=NR5)]sir6r7, -N(=NR5)NR6r7._NR5C0R6, -NR5c02R6, -NR5s02R8, 
-NR5CONR6r7 _SR8, -S0R8, -SO2R8, -S02NR5r6, -C0R5, -CO2R5, -CONR5r6, 
-C(=NR5)r6, or -C(=NOR5)r6 substituents, wherein optionally two substituents are 
combined to form a cycloalkyl or heterocycloalkyl ring fused to Y; wherein the -Ci- 

35 6alkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
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substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl). -0(C3_ 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(C0-6aIkyl)(C3-7cycloallcyl), or 
-N(Co-6alkyl)(aryl) groups; 

r5, r6, and R7 each independently is -Co-6alkyl, -C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN. -Ci.6alkyl, -O(C0-6alkyl). -0(C3-7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

R8 is ^i^alkyl, -C3_7cycloalkyl, heteroaryl, or aryl; optionally 
substituted with 1-5 independent halogen. -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl). -N(Co-6alkyl)(C3-7cycloalkyl), 
-N(Co-6aikyl)(aryl) substituents; 

B is -Co-4alkyl, -Co-2alkyl-SO-Co-2alkyl- -Co-2alkyl-S02-CO- 
2alkyl-, -Co-2alkyl-CO-Co-2alkyl- -Co-2alkyl-NR^°CO-Co.2alkyl-, -Co-2alkyl- 
NR^°SO2-C0-2alkyl- or -heteroCo-4alkyl; 

R9 and RlO each independently is -Co-6alkyl, -C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci_6alkyl, -O(C0-6alkyl), -0(C3.7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(C0-6alkyl)(aryl) substituents; 

Z is -C3-7cycloalkyl, -heteroC3-7cycloalkyl, -Co-6alkylaryl, or -Cq- 
galkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci- 
ealkyl, -Ci-6alkenyl, -Ci_6alkynyl, -ORl, -NR1R2, -C(=NR1)NR2r3, 
-N(=NR1)NR2r3. _NR1C0R2, -NRICO2R2, -NR1S02R4, -NR1CONR2r3,_SR4, 
-S0R4, -SO2R4, -SO2NRIR2, -CORl, -CO2RI, -CONR1r2, -C(=NR1)R2, or 
-C(=N0R1)R2 substituents; 

one of W and Z is optionally absent; and 

any N may be an N-oxide. 

In an embodiment of this sixth aspect, the compounds of this invention 
are represented by Formula (I) or a pharmaceutically acceptable salt thereof, wherein 

X is phenyl optionally substituted with 1-5 independent halogen, -CN, 
NO2, -Ci-6alkyl, -Ci-6alkenyl, -Ci-6alkynyl, -ORl, -NR1R2, -C(=NR1)NR2r3, _ 
N(=NR1)NR2r3,_NR1COR2, -NRICO2R2, -NR1S02R4, -NR1CONR2r3 _SR4, 
-S0R4, -SO2R4, -SO2NRIR2, -CORl, -CO2RI, -CONR1R2, -C(=NR1)R2, or- 
C(=N0R1)R2 substituents, wherein optionally two substituents are combined to form 
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a cycloalkyl or heterocycloalkyl ring fused to X; wherein the ~Ci-6alkyl substituent, 

cycloalkyl ring, or heterocycloalkyl ring each optionally is further substituted with 1-5 
independent halogen, --CN, ~Ci-6alkyl, -O(C0-6alkyl), -0(C3.7cycloalkyl), - 
O(aryl), ~N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or-N(Co- 
5 6alkyl)(aryl) groups; 

Rl, r2, and R3 each independently is -Co-6alkyl, -Cs-vcycloalkyl, 

heteroaryi, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl)» -0(C3.7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl)» -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

10 R4 is -Ci-6alkyl, -C3-7cycloalkyl, heteroaryi, or aryl; optionally 

substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alJq^l)» -0(C3. 
7cycloalkyl), -O(aryl), -N(Co.6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), 
-N(Co-6aIkyl)(aryI) substituents; 

A is -Co>4alkyl, -C0-2alkyl-SO-C0-2alkyK -C0-2alkyl-SO2-C0- 

15 2alkyl- -Co-2alkyl-CO-Co-2alkyl- -Co-2alkyl-NR^CO--Co-2alkyl-, -Co-2alkyl- 
]SIR^SO2-C0-2alkyl- or -heteroCo-4alkyl; 

W is -C0-6alkylaryl or-Co-6alkylheteroaryl optionally substituted 
with 1-7 independent halogen, -CN, NO2, -Ci-6alkyl, -Ci-6alkenyl, -Ci-6alkynyl, 
-ORl, -NR1r2, -C(=NR1)NR2r3, --N(=NR1)NR2r3, -NR1C0R2, -NRICO2R2, 

20 -NRISO2R4, -NR1CONR2r3,^r4, -S0R4, -SO2R4, ^02NR1r2 -CORI, 
-C02R1,-CONR1r2, .C(=NR1)R2 or-C(=NORl)R2 substituents; 

' Y is pyrazolyl optionally substituted with 1-3 independent halogen, - 
CN, NO2, -Ci-.6alkyl, -Ci-6alkenyl, -Ci.6alkynyl, -0R5, -NR5r6, 
-C(=NR5)NR6r7, -N(=NR5)NR6r7. -NR5cOR6, -NRScOzR^, -NRSsOzRS, 

25 -NR5CONR6r7,-^r8, -S0R8, -SO2R8, -S02NR5r6, -C0R5, -COzRS, -CONR5r6, 
-C(=NR5)R6, or -C(=N0R5)R6 substituents, wherein optionally two substituents are 
combined to form a cycloalkyl or heterocycloalkyl ring fused to Y; wherein the -Ci- 
galkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci_6alkyl, -0(Co-6alkyl), -0(C3- 

30 7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6aUkyl)(aryl) groups; 

R5, r6, and R7 each independently is -C0-6alkyl, -C3-.7cycloalkyl, 

heteroaryi, or aryl; any of which is optionally substituted with 1-5 independent 
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halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3-7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-.6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

R8 is -Ci-6alkyl, -C3.7cycloalkyl, heteroaryl, or aryl; optionally 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), ~0(C3- 
5 7cycloalkyl), -O(aryl), -N(Co-6alkyl)(C0-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), 
-N(Co-6alkyl)(aryl) substituents; 

B is -Co-4alkyl, -Co-2alkyl"-SO-Co.2alkyl-, -C0-2alkyl-SO2-C0- 
2alkyl- -Co-2alkyl-CO-Co-2alkyl-, -Co-2alkyl-NR*^CO-Co-2alkyK ~Co-2alkyl- 
NR^^SO2-C0-2alkyl- or -heteroCo-4alkyl; 
10 R9 and RlO each independently is -Co-6alkyl, -Cs-vcycloalkyl, 

heteroairyl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3-7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), ~N(Co-6alkyl)(aryl) substituents; 

Z is --C3-7cycloalkyl, -heteroC3-7cycloalkyl, ~Co-6alkylaryl, or -Cq- 

15 galkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Cl- 
6alkyl, -Ci^ealkenyl, -Ci-6alkynyl, -ORl, -NR1r2, -C(=NR1)NR2r3, 
-N(=NR1)NR2r3. --NR1COR2, -NRICO2R2, -NR1S02R4, -NR1CONR2r3,-SR4 
-SOR4, -SO2R4, -SO2NRIR2 -CORl, -CO2RI, -CONR1r2, ^C(=NR1)R2, or 
-C(=N0R1)R2 substituents; 

20 one of W and Z is optionally absent; and 

any N may be an N-oxide. 

In a seventh aspect, the compounds of this invention are represented by 
Formula (I) or a pharmaceutically acceptable salt thereof, wherein 

25 X is aryl or heteroaryl optionally substituted with 1-7 independent 

halogen, -CN, NO2, -Ci-6alkyl, -Ci.6alkenyl, -Ci-6alkynyl, -ORl, -NR1r2, 
-C(=NR1)NR2r3, -N(=NR1)NR2r3. -NR1C0R2, .NRICO2R2, -NR1S02R4, 
-NR1CONR2r3,-SR4 -S0R4 -502R4, -SO2NRIR2, -CORl, -CO2RI. -CONR1r2, 
-C(=NR1)R2, or-C(=NORl)R2 substituents, wherein optionally two substituents are 

30 combined to form a cycloalkyl or heterocycloalkyl ring fused to X; wherein the -Ci- 
6alkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co.6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups; 
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R1, R2, and R3 each independently is -Co-6alkyl, -C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, ~CN, -Ci^ealkyl, ~O(C0-6alkyl), -0(C3.7cycloalkyl), -O(aryl), -N(Co- 
6al]cyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), --N(Co-.6alkyl)(aryl) substituents; 
5 R4 is -Ci-6alkyl, -C3-7cycloalkyl, heteroaryl, or aryl; optionally 

substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -.N(Co-6alkyl)(Co.6alkyl), ~-N(Co-6alkyl)(C3-7cycloaIkyl), 
-N(Co-6alkyl)(aryl) substituents; 

A is -Co.4alkyl, -Co-2alkyl-SO-Co-2alkyl-, -Co-2alkyl-^02-Co- 

10 2alkyl- -Co-2alkyl-CC)--Co-2alkyl-, --Co-2alkyI--NR^CO"Co-2alkyl--, -Co-2alkyl- 
NR^SO2-C0-2alkyl- or -4ieteroCo-4alkyl; 

W is -Co-6alkylaryl or -Co-6alkylheteroaryl optionally substituted 
with 1-7 independent halogen, -CN, NO2, -Ci-6alkyl, -Ci-6alkenyl, -Ci-6alkynyl, 
-ORl, -NR1r2, -C(=NR1)NR2r3, -N(=NR1)NR2r3. -NR1cOR2, -NRICO2R2, 

15 -NRISO2R4 -NR1CONR2r3,_sr4 .S0R4, -SOaR^, -SO2NRIR2, -CORl, 
-.CO2RI, -CONR1R2, -C(=NR1)R2, or -C(=N0R1)R2 substituents; 

Y is imidazolyl optionally substituted with 1-3 independent halogen, — 
CN, NO2, -Ci-6alkyl, -Ci-6alkenyl, -Ci^alkynyl, -0R5, -NR5r6, 
-C(=NR5)NR6r7, -N(=NR5)NR6r7. -NR5cOR6, -NR5c02R6, -NR5s02R8, 

20 -NR5C0NR6r7 -SR8, -S0R8, ^02R8, -S02NR5r6, -C0R5, -CO2R5, -CONR5r6, 
-C(=NR5)R6, or --C(=N0R5)R6 substituents, wherein optionally two substituents are 
combined to form a cycloalkyl or heterocycloalkyl ring fused to Y; wherein the -Ci- 
6alkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-galkyl, -O(C0-6alkyl), -0(C3- 

25 vcycloalkyl), -O(aryl), -N(Co.6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups; 

R5, r6, and r7 each independently is -Co-6all^l» -C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci-ealkyl, -O(C0-6alkyl), -0(C3-7cycloalkyl), -0(aryl), -N(Co- 
30 6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3«7cycloalkyl), -N(Co.6alkyl)(aryl) substituents; 

R8 is -Ci«6alkyl, -C3-7cycloalkyl, heteroaryl, or aryl; optionally 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyI), ~0(C3. 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), 
-N(Co-6alkyl)(aryl) substituents; 
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B is -Co-4alkyl, -Co-2alkyl"SO-Co-2alkyl-, -C0-2alkyl-SO2-C0- 
2alkyl- -Co-2alkyl-CO--Co-2alkyl-, ~Co-2alkyl-NR^°CO-Co-2alkyl-, -Co-2alkyl- 
NR^^SO2-C0-2alkyl- or -heteroC0-4alkyl; 

R9 and RlO each independently is -Co-6alkyl, -C3-7cycloalkyl, 

5 heteroaryl, or aryl; any of which is optionally substitxited with 1-5 independent 
halogen, -CN, -Ci^ealkyl, ~O(C0-6alkyl), -0(C3-7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), ~N(Co-6alkyl)(aryl) substituents; 

Z is -C3-7cycloalkyl, -heteroC3.7cycloalkyl, -Co-6alkylaryl, or -Co- 
galkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci- 

0 ealkyl, -Ci-6alkenyl, -Ci-6alkynyl, -ORl, -NR1r2, -C(=]SIR1)NR2r3, 

.N(=NR1)NR2r3. -NR1C0R2, .NRICO2R2, -NR1S02R4, -NR1CONR2r3,-SR4, 
-SOR4, ^S02R4 -SO2NRIR2, -CORl, -CO2RI, -CONR1r2, -C(=NR1)R2, or 
-C(=N0R1)R2 substituents; 

one of W and Z is optionally absent; and 

5 any N may be an N-oxide. 

In an embodiment of this seventh aspect, the compounds of this 
invention are represented by Formula (T) or a pharmaceutically acceptable salt thereof, 
wherein 

0 X is phenyl optionally substituted with 1-5 independent halogen, -CN, 

NO2, -Ci^ealkyl, -Ci-6alkenyl, -Ci-6alkynyl, -ORl, --NR1r2, ~C(=NR1)NR2r3, 
-N(=NR1)NR2r3.--NR1COR2, -NRICO2R2 -NR1S02R4, -NR1CONR2r3 -SR4 
-S0R4, -SO2R4 -SO2NRIR2, -CORl, -CO2RI, -CONR1r2, -C(=NR1)R2, or 
-C(=N0R1)R2 substituents, wherein optionally two substituents are combined to 

.5 form a cycloalkyl or heterocycloalkyl ring fused to X; wherein the -Ci-6alkyl 

substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups; 
0 Rl, R2, and r3 each independently is -Co-6alkyl, ~C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci-6alkyl, -0(Co.6alkyl), -0(C3-7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 
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R4 is -Ci-galkyl, -C3-7cycloalkyl, heteroaryl, or aryl; optionally 
substituted with 1-5 independent halogen, -CN, -Ci_6alkyl, -O(C0-6alkyl), -0(C3_ 
7cycloalkyI), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), 
-N(C0-6aUcyl)(aryl) substituents; 
5 A is -Co-4alkyl, -Co-2alkyI-SO-CO-2alkyl- -C0-2alkyl-SO2-C0- 

2alkyl-, -Co-2alkyl-CO-Co-2alkyl-. -Co-2alkyl-NR^CO-Co-2alkyl- -Co-2alkyl- 
NR'S02-Co-2alkyl- or -heteroCo-4alkyl; 

W is -Cs-vcycloalkyl, -heteroCs-vcycloalkyl, -Co-6alkylaryl, or -Cq- 
6alkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci_ 
10 6alkyl, -Ci-6alkenyl, -Ci-6alkynyl, -ORl, -NR1r2, -C(=NR1)NR2r3, 

-N(=NR1)NR2r3. -NR1C0R2, -NRICO2R2. -NRlSOzR^, -NR1CONR2r3,-^r4, 
-S0R4 ^02R4, -SO2NRIR2, -CORl, -CO2RI, -CONR1r2, -C(=NR1)R2, ©r 
-C(=N0R1)R2 substituents; 

Y is imidazolyl optionally substituted with 1-3 independent halogen, - 
15 CN, NO2, -Ci-ealkyl, -Ci-6alkenyl, -Ci_6alkynyl, -0R5. -NR5r6, 

-C(=NR5)NR6r7, -N(=NR5)NR6r7. -NR5cOR6, -NRScOzRS, -NR5s02R8, 
-NR5C0NR6r7,_Sr8, -S0R8, -SO2R8, -S02NR5r6, -C0R5, -COaRS, -CONR5r6, 
-C(=NR5)R6, or -C(=N0R5)R6 substituents, wherein optionally two substituents are 
combined to form a cycloalkyl or heterocycloalkyl ring fused to Y; wherein the -Ci_ 
20 6alkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci_6alkyl, -O(C0-6alkyl), -0(C3_ 
Vcycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups; 

' R5, r6, and R7 each independently is -Co-6alkyl, -C3-7cycloalkyl, 

25 heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3-7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6allg'l), -N(Co-6alkyl)(C3-7cycloall5yl), -N(Co-6alkyl)(aiyl) substituents; 

r8 is -Ci-6alkyl, -C3-7cycloalkyl, heteroaryl, or aryl; optionally 
substituted with 1-5 independent halogen, -CN, -Ci.6alkyl, -O(C0-6alkyl), -0(C3_ 

30 7cycloalkyl), -0(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), 
-N(C0-6alkyl)(aryl) substituents; 

B is -Co-4alkyl, -Co-2alkyl-SO-Co-2alkyl-, -Co-2alkyl-S02-Co- 
2alkyl-, -Co-2alkyl-CO-Co-2alkyl- -Co-2alkyl-NR*°CO-Co-2alkyl-, -Co-2alkyl- 
NR^°SO2-C0-2alkyl- or -heteroCo-4alkyl; 
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R9 and RlO each independently is ~Co-6alkyl, -C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, ~CN, -Ci-6alkyl, -0(Co.6alkyl), -0(C3-7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co~6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 
5 Z is -C3-7cycloalkyl, -heteroC3-7cycloalkyl, -C0-6alkylaryl, or -Cq- 

galkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci- 
6alkyl, -Ci-ealkenyl, -Ci>6alkynyl, --ORl, -NR1r2, -C(=NR1)NR2r3, - 
N(=NR1)NR2r3, -NR1C0R2, -NRICO2R2, -NRlSOzR^, -NR1CONR2r3 -SR4, 
-S0R4, -SO2R4, -SO2NRIR2, ^CORl, -CO2RI, -CONR1r2, -C(=NR1)R2, or- 
10 C(=N0R1)R2 substituents; 

one of W and Z is optionally absent; and 

any N may be an N-oxide. 



In an eighth aspect, the compounds of this invention are represented by 
15 Formula (I) or a pharmaceutically acceptable salt thereof, wherein 

X is 3-pyridyl optionally substituted with 1-4 independent halogen, - 
CN, NO2, -Ci-6alkyl, -Ci-6alkenyl, -Ci.6alkynyl, -ORl, -NR1r2, - 
C(=NR1)NR2r3, -.N(=NR1)NR2r3, -NR1C0R2, -NRICO2R2, -NR1S02R4, - 
NR1CONR2r3,-SR4, -S0R4 -SO2R4 -^02NR1r2 -CORI, -C02Ri, -<:ONR1r2 
20 -C(=NR1)R2, or -C(=N0R1)R2 substituents, wherein optionally two substituents are 
combined to form a cycloalkyl or heterocycloalkyl ring fused to X; wherein the -Ci- 
6alkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
25 -N(Co-6alkyl)(aryl) groups; 

Rl, R2, and R3 each independently is -Co-6alkyl, -Cs-vcycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci-6alkyl, -0(Co.6alkyl), -0(C3-7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6all<yl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 
30 R4 is -Ci-6alkyl, -C3-7cycloalkyl, heteroaryl, or aryl; optionally 

substituted with 1-5 independent halogen, -CN, -Ci^ealkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co.6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), 
-N(C0-6alkyl)(aryl) substituents; 
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A is -Co-4alkyl, -Co-2alkyl-SO-Co-2alkyl-, -C0-2alkyl-SO2-C0- 
2alkyl- -Co-2alkyl-CO-Co-2alkyl-, -Co-2alkyl-NR^CO-Co-2alkyl-, ^0-2alkyl- 
NR^SO2-C0-2alkyl- or -heteroCo-4alkyl; 

W is -C3-7cycloalkyl, -heteroCs-Vcycloalkyl, -Co-6alkylaryl, or -Cq- 
5 6alkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci_ 
6alkyl, -Ci-ealkenyl, -Ci-6alkynyl, -ORl, -1SIR1r2, -C(=NR1)NR2r3, 
-N(=NR1)NR2r3. _NR1CXDR2, -NRICO2R2, -NRISO2R4, -NR1C0NR2r3,-SR4 
-S0R4, -SO2R4, -SO2NORIR2. -CORl, -CO2RI. -CONR1r2, -C(=]SIR1)R2, or 
-C(=N0R1)R2 substituents; 

10 Y is aryl or heteroaryl optionally substituted with 1-7 independent 

halogen, -CN, NO2, -Ci-eallqrl, -Ci_6alkenyl, -Ci_6alkynyl, -OR5,-NR5r6, 
-C(=NR5)NR6r7, -N(=NR5)NR6r7. -NR5cOR6, -NR5C02R6, -NRSsOaRS, 
-NR5C0NR6r7,_SR8, -S0R8, -SO2R8, -S02NR5r6, -C0R5, -COaRS, -CONR5r6, 
-C(=NR5)r6, or -C(=N0R5)R6 substituents, wherein optionally two substituents are 

15 combined to form a cycloalkyl or heterocycloalkyl ring fused to Y; wherein the -Ci- 
6alkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(C0-6alkyl)(C3_7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups; 

20 R5, r6, and r7 each independently is -Co-6alkyl, -Cs-ycycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3-7cycloalkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6allq'l)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

R8 is -Ci_6alkyl, -C3-7cycloalkyl, heteroaxyl, or aryl; optionally 
25 substituted with 1-5 independent halogen, -CN, -Ci_6alkyl, -0(Co-6alkyl). -0(C3. 
7cycloalkyl). -0(aryl),-N(Co.6alkyl)(Co-6alkyl),-N(Co-6alkyl)(C3-7cycloalkyl), 
-N(Co-6alkyl)(aryl) substituents; 

B is -Co-4alkyl, -Co-2alkyl-SO-Co-2alkyl-, -Co.2alkyl-S02-Co- 
2alkyl-, -Co-2alkyl-CO-Co-2alkyl-, -Co-2alkyl-NR*°CO-Co-2alkyl-, -Co-2alkyl- 
30 ]NnR.*°SO2-C0-2alkyl- or -heteroCo-4alkyl; 

R9 and RlO each independently is -Co-6alkyl, -C3_7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, -CN, -Ci.6alkyl, -O(C0-6alkyl), -0(C3-7cycloaIkyl), -O(aryl), -N(Co- 
6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3_7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 
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Z is -C3-7cycloalkyl, ~heteroC3-7cycloalkyl, -Co-.6^kylaryl, or -Cq- 
galkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci- 
6alkyl, -Ci-6alkenyl, -Ci^ealkynyl, -ORl, -NR1r2, -C(=NR1)NR2r3, 
-N(=NR1)NR2r3, --NR1COR2, -NRICO2R2, -NR1S02R4,-NR1CONR2r3,^r4 
5 -SOR4, --SO2R4, -SO2NRIR2, -CORl, -CO2RI, -CONR1r2, -.C(=:NR1)R2, or 
-C(=N0R1)R2 substituents; 

one of W and Z is optionally absent; and 

any N may be an N-oxide. 

As used herein, "alkyl" as well as other groups having the prefix "alk" 

0 such as, for example, alkoxy, alkanoyl, alkenyl, alkynyl and the like, means carbon 
chains which may be linear or branched or combinations thereof. Examples of alkyl 
groups include methyl, ethyl, propyl, isopropyl, butyl, sec- and tert-butvL pentyl, 
hexyl, heptyl and the like. "Alkenyl", "alkynyl" and other like terms include carbon 
chains containing at least one unsaturated C-C bond. 

5 The term "cycloalkyl" means carbocycles containing no heteroatoms, 

and includes mono-, bi- and tricyclic saturated carbocycles, as well as fused ring 
systems. Such fused ring systems can include one ring that is partially or fiilly 
unsaturated such as a benzene ring to form fused ring systems such as benzofused 
carbocycles. Cycloalkyl includes such fused ring systems as spirofused ring systenois. 

0 Examples of cycloalkyl include cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, 
decahydronaphthalene, adamantane, indanyl, indenyl, fluorenyl, 1,2,3,4- 
tetrahydronaphalene and the like. Sintiilarly, "cycloalkenyl" means carbocycles 
containing no heteroatoms and at least one non-aromatic C-C double bond, and 
include mono-, bi- and tricyclic partially saturated carbocycles, as well as benzofused 

5 cycloalkenes. Examples of cycloalkenyl include cyclohexenyl, indenyl, and the like. 

The term "aryl" means an aromatic substituent which is a single ring or 
multiple rings fused together. When formed of multiple rings, at least one of the 
constituent rings is aromatic. The preferred aryl substituents are phenyl and naphthyl 
groups. 

0 The term "cycloalkyloxy" unless specifically stated otherwise includes 

a cycloalkyl group connected by a short Ci-2^kyl length to the oxy connecting atom. 

The term "Co-ealkyl" includes alkyls containing 6, 5, 4, 3, 2, 1, or no 
carbon atoms. An alkyl with no carbon atoms is a hydrogen atom substituent when 
the alkyl is a terminal group and is a direct bond when the alkyl is a bridging group. 
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The term "hetero" unless specifically stated otherwise includes one or 
more O, S, or N atoms. For example, heterocycloalkyl and heteroaryl include ring 
systems that contain one or more O, S, or N atoms in the ring, including mixtures of 
such atoms. The hetero atoms replace ring carbon atoms. Thus, for example, a 
5 heterocycloCsalkyl is a five-member ring containing from 4 to no carbon atoms. 

Examples of heteroaryls include pyridinyl, quinolinyl, isoquinolinyl, pyridazinyl, 
pyrimidinyl, pyrazinyl, quinoxalinyl, furyl, benzofuryl, dibenzofuryl, thienyl, 
benzthienyl, pyrrolyl, indolyl, pyrazolyl, indazolyl, oxazolyl, benzoxazolyl, 
isoxazolyl, thiazolyl, benzothiazolyl, isothiazolyl, imidazolyl, benzimddazolyl, 
10 oxadiazolyl, thiadiazolyl, triazolyl, and tetrazolyl. Examples of heterocycloalkyls 
include azetidinyl, pyrrolidinyl, pipeiidinyl, piperazinyl, morpholinyl, 
tetrahydrofuranyl, imidazolinyl, pyrolidin-2-one, piperidin-2-one, and 
thiomorpholinyl. 

The term "heteroCo-4alkyl" means a heteroalkyl containing 3, 2, 1, or 

15 no carbon atoms. However, at least one heteroatom must be present. Thus, as an 

example, a heteroC0-4alkyl having no carbon atoms but one N atom would be a -NH- 
if a bridging group and a — NH2 if a terminal group. Analogous bridging or terminal 
groups are clear for an O or S heteroatom. 

The term "amine" unless specifically stated otherwise includes 
20 primary, secondary and tertiary amines substituted with Co-.6alkyL 

The term "carbonyl" unless specifically stated otherwise includes a Cq- 
6alkyl substituent group when the carbonyl is terminal. 

The term "halogen" includes fiuorine, chlorine, bromine and iodine 

atoms. 

25 The term "optionally substituted" is intended to include both 

substituted and unsubstituted. Thus, for example, optionally substituted aryl could 
represent a pentafluorophenyl or a phenyl ring. Further, optionally substituted 
multiple moieties such as, for example, alkylaryl are intended to mean that the aryl 
and the aryl groups are optionally substituted. If only one of the multiple moieties is 

30 optionally substituted then it will be specifically recited such as "an alkylaryl, the aryl 
optionally substituted with halogen or hydroxyl." 

Compounds described herein contain one or more double bonds and 
may thus give rise to cis/trans isomers as well as other conformational isomers. The 
present invention includes all such possible isomers as well as mixtures of such 

35 isomers. 
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added to aid solubility and the reaction temperature was increased to After 
1 .5h, reaction was complete by TLC analysis. Reaction was quenched at rt with H2O 
(20mL), then concentrated via rotary evaporation. The crude residue was partitioned 
in a separatory funnel with EtOAc (lOOmL) and H2O (SOmL). The EtOAc layer was 
5 washed with an additional portion of H2O (SOmL), then dried (MgS04), filtered, and 
concentrated in vacuo. The residue was then purified by silica gel chromatography, 
eluting with 3:1 EtOAcrHexanes to afford 3-methoxy-4-(3-methyl-l,2,4-oxadiazol-5- 
yl)aniUne as a tan solid. NMR (CD3OD, 500 MHz) 5 7.72 (m, IH), 6.3 1-6.37 (m, 
2H), 3.87 (s, 3H), 2.36 (s, 3H). MS (ESI) 206.1 (M+H) ^. 

0 

COMPOUND 6 
2-{2-[3-(Trimethylstaimyl)phenyl]-2H-tetrazol-5.yl}p^^ 

A solution of 2-[2-(3-bromophenyl)-2ff-tetrazol-5-yl]pyridine (750mg, 
2.5mmol), hexamethylditin (895mg, 2.8mmol), cesium fluoride (418mg, 2.8mmol) 

5 and tetrakis(triphenylphosphine)palladium(0) (145mg, 0. 1 3mmol) in 20mL of dry 
toluene was degassed with nitrogen for 15min. The solution was heated to 100°C and 
stirred under nitrogen for 6h. The reaction mixture was allowed to cool to rt, diluted 
with lOmL of ethyl acetate, and then filtered through a pad of Celite. Water (40mL) 
was added to the solution, extracted with 3 X 40mL of ethyl acetate, and then ,the 

:0 organic extracts were combined and washed with brine. The extracts were dried over 
Na2S04, filtered, and then concentrated. The cmde material was chromatographed 
over silica gel, eluting with 30% EtOAc/hexanes. Purification yielded a yellow oil, 
which crystallized upon sitting to afford 2-{2-[3-(trimethylstannyl)phenyl]-2Jy- 
tetrazol-5-yl}pyridine as a light yeUow solid. *H NMR (CD3OD, 500 MHz) S 8.72- 

:5 8.88 (m, IH), 8.39-8.43 (m, 2H), 8,21-8.22 (m, IH), 7.92-7.95 (m, IH), 7.60-7.62 (m, 
IH), 7.52-7.55 (m, IH), 7.46-7.48 (m, IH), 0.40 (s, 9H). 

EXAMPLES 
2-[2-(2-Pyrazin-3-ylphenyl)-2H-tetrazol-5-yl]pyridine 

10 A vial containing 2-[2-(3-trimethylstannylylphenyl)-2if-tetrazol-5- 

yl]pyridine (70mg, O.lSnrmol), chloropyrazine (23mg, 2.0nLmiol), 
tris(dibenzylideneacetone)dipalladium(0) (lOmg, O.Olnmiol), cesium fluoride (60mg, 
0.4mmol), and tri-t-butyl-phosphine (O.lOlmL of 10% weight inhexanes, 0.05mmol) 
was sealed with a septum cap and purged with nitrogen. Degassed dioxane (2mL) 

i5 was added to the vial via syringe and stirred under nitrogen for lOmin. The reaction 
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mixture was subjected to microwave conditions at 140°C for 600s using the Personal 
Chenoistry Smith Creator microwave instmment. The reaction mixture was diluted 
with EtOAc, then extracted with 3X EtOAc and water. The organic extracts were 
combined, dried over NaS04, filtered, and then concentrated. The crude material was 

5 chromatographed over silica gel, eluting with 75% EtOAc/hexanes, to yield a yellow 
solid. The solid was further purified with a Waters preparatory HPLC instrument to 
yield 2-[2-(2-pyrazin-3-ylphenyl)-2H-tetrazol-5-yl]pyridine as a light yellow solid. 
NMR (CD3OD, 500 MHz) 9.34 (s, IH), 9.08 (s, IH), 8.98 (m, IH), 8.86 (s, IH), 8.81 
(m, IH), 8.69 (m , IH), 8.62 (t, IH), 8.41-8.45 (m, 2H), 8.08 (m, IH), 7.90 (t, IH). 

0 MS302(M+H)"'. 

EXAMPLE 6 

2-[2-(4-Morpholin-3-ylphenyl)-2£r-tetrazol-5-yl]pyridine 

To a flask containing 2-[2-(4-bromophenyl)-2if-tetrazol-5-yl]pyridine 
5 (150mg, O.Smmol), tris(dibenzylideneacetone)dipalladium(0) (26mg, 0.025nmiol), 2- 
(dicyclohexylphosphiiio)biphenyl (18mg, O.OSnmiol), and sodium f-butoxide (67mg, 
O.Tmmol), degassed toluene was added and the resulting mixture was stirred under 
nitrogen until homogeneity. Morpholine (53ijL, 0.6mmol) was added to the mixture 
via syringe, and the reaction was heated to 80°C. The solution was then stirred for 
\0 18h under nitrogen. The reaction mixture was quenched with water (20niL), extracted 
with EtOAc (3 X 20niL), and washed with brine. The organic phase was dried over 
Na2S04 and concentrated in vacuo. The crade residue was chromatographed on silica 
gel eluting with 40% EtOAc in hexanes to afford a yellow solid. This was dissolved 
in anhydrous TEIF (lOmL) and HCl (1.5equiv) in ether was added, the precipitate was 
15 filtered to afford 2-[2-(4-morpholin-3-ylphenyl)-2Zf-tetrazol-5-yl]pyridine as a yellow 
solid. ^H NMR ((CD3)2SO, 300 MHz) 5 8.82 (d, IH), 8.28 (d, IH), 8.08 (dt, IH), 
7.51-7.68 (m, 4H), 7.23 (m, IH), 3.77 (m, 4H), 3.25 (m, 4H). MS (ESI) MS 309 
(M+H)"". 

;0 EXAMPLE? 

2-{2-[3-(2H-Tetrazol-5-yl)phenyl]-2H-tetrazol-5-yl}pyridine 

3<5-Pyridin-2-yl-2H-tetrazol-2-yl)benzonitrile (300mg, 1.21mmol) , 
sodium azide (86.5mg, 1.33mmol) and zinc bromide (272mg, 1.21mmol) were 
suspended in water (3niL). The reaction was capped with a reflux condenser and 
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stirred at 90°C for 24h, after which time it was cooled to rt and HCl 3N (1.5iiiL) and 
ethyl acetate (20niL) were added and the mixture stirred vigorously until no solid was 
left . The organic layer was isolated and aqueous layer extracted with ethyl acetate (2 
X 20niL). The combined organic layers were evaporated, lOnfiL of 0.25N NaOH was 
5 added, the mixture was stirred for 30min, until the original precipitate was dissolved 
and a suspension of zinc hydroxide was formed. The suspension was filtered, and the 
solid washed with 10 mil N NaOH. To the filtrate was added 2mL of 3N HCl with 
stirring causing the tetrazole to precipitate. The tetrazole was filtered and washed 
with 5mL of 3N HCl and dried in vacuo to afford white powder. ^H NMR (CD3OD, 
10 500 MHz) 6 8.91 (s, IH), 8.83 (d, IH), 8.41 (d, IH), 8.32-8.25 (m, 2H), 8.09 (t, IH), 
7.95 (t, IH), 7.64 (t, IH). MS 292.1 (M+H)"". 

EXAMPLE 8 

2-Pyridin-2-yl-5-(5-pyridm-2-yl-2iy-tetrazol-2-yl)beiizonto^ 

15 2-[2-(3-Fluoro-4-pyridin-2-ylphenyl)-2//-tetrazol-5--yl]pyridine(300 
mg, 0.94 mmol) and sodium cyanide (92 mg, 1.9 mmol ) were suspended in methyl 
sulfoxide (6 ml). The reaction was capped with a reflux condenser and stirred at 
170°C for 16 h, after which time it was cooled to ambient temperature. To the 
reaction solution added ethyl acetate (10 ml) then water (60 ml) causing 2-pyridin-2- 

20 yl-5-(5-pyridin-2-yl-2//-tetrazol-2-yl)benzonitrile to precipitate as white powder, *H 
NMR (CD3OD, 500 MHz) 6 8.84-8.81 (m, 2H), 8.73 (d, IH), 8.60 (dd IH), 8.32 (d, 
IH), 8.24 (d, IH), 8.09-8.07 (m, 2H), 8.01 (d, IH), 7.64 (m, IH), 7.58(m, IH). MS 
326,2 (M+H)^ 



25 EXAMPLE 9 to EXAMPLE 347 shown below were all prepared similarly to the 
schemes and procedures described above (ND = not detennined). 



EXAMPLE 


Structure 


*HNMR 


MS (ESI) 


9. 




9.72 (m, 2H), 9.45 (d, IH), 8.90- 
8.99 (m, 3H), 8.77 (d, IH), 8.55- 
8.62 (m, 2H), 8.32 (dd, IH), 8.07 
(dd, IH). 


MS 302.1 
(M+H)\ 
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EXAMPLE 


Structure 


*HNMR 


MS (ESI) 


10. 




8.87 (d, IH), 8.38 (d, IH), 7.98-7.92 
(m, 2H), 7.88 (d, IH), 7.59-7.38 (m, 
7H), 3.97 (s, 3H). 


MS 330.6 
(M+H)-". 


11. 




8.75-8.77 (d, IH), 8.66-8.68 (d, IH), 
8.35-8.38 (d, IH), 8.23 (s, IH), 8.15- 
8.19 (d, IH), 8.06-8.10 (t, IH), 7.96- 
8.00 (t, IH), 7.58-7.62 (m, 3H), 
/.40-/.DU Qm, IrLJ, Z.4j (S, oxlj 


MS 315.1 
(M+H)-^. 


12. 




ND 


MS 300.1 
(M+H)"". 


13. 




ND 


Mo 

(M-hH)"". 


14. 




8.82 - 8.83 (m, IH), 8.76 (d, IH), 
8.67 (t, IH), 8.30 (d, IH), 8.06 - 
8.14 (m, 3H), 7.81 - 7.86 (m, 2H), 
7.64 (ddd, IH), 6.64 (dd, IH). 


MS 290.2 
(M+H)"". 


15. 




8.83 (d, IH), 8.50 (s, IH), 8.32 (d, 
IH), 8.18-8.20 (m, IH), 8.08-8.11 
(m, IH), 7.97 (d, IH), 7.81 (t, IH), 
7.64 (m, IH), 7.47 (t, IH), 7.39 (d, 
IH), 7.34 (m, IH), 7.05 (dd, IH), 
3.92 (s, 3H). 


MS 330 
(M+H)"" 


16. 




9.32 (s, 2H). 9.29 (s, IH), 8.83 (m, 1 
H), 8.59 (t, IH). 8.28-8.33 (m, 2H), 

(m, IH). 


MS 302 
(M+H)* 


17. 




8.83 (m, IH), 8.41 (m, IH), 8.31 (d, 
IH), 8.25-8.27 (m, IH), 8.10 (dt, 
IH), 7.95 (d, IH), 7.86 (t, IH), 7.82 


MS 315 
(M+H)* 
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EXAMPLE 


Structure 


*HNMR 


MS (ESI) 






(d, IH), 7.76 (m, IH), 7.63-7.66 (m, 
2H), 7.40 (d, IH), 3.90 (brm). 




18. 


ex. /=? 


8.92 - 8.93 (m, IH), 8.80 - 8.82 (m, 
IH), 8.75 - 8.77 (m, IH), 8.23 - 
8.34 (m, 3H), 8.14 - 8.17 (m, IH), 
8.07 (ddd, IH), 7.97 (ddd, IH), 7.82 
(dd, IH), 7.62 (ddd, IH), 7.44 - 7.48 
(m, IH). 


MS 301 
(M+H)*. 


19. 




9.04 (d, IH, /= 2.8 Hz), 8.81 - 8.30 
(m, IH), 8.67 (dd, IH), 8.47 - 8.48 
(m, IH), 8.30 - 8.32 (m, IH), 8.23 - 
8.28 (m, 2H), 8.08 (ddd), 8.02 - 8.04 
(m, IH), 7.85 (dd, IH), 7.63 (ddd, 
IH), 7.55 - 7.60 (m,lH). 


MS 301 
(M+H)-^. 


20. 




8.81 - 8.83 (m, IH), 8.71 - 8.73 (m, 
2H), 8.51 - 8.52 (m, IH), 8.26 - 
8.32 (m, 2H), 8.05 - 8.11 (m, 2H), 
7.84-7.89 (m, 3H), 7.62 (ddd, IH). 


MS 301 
(M+H)*. 


21. 




8.83 (m, IH), 8.47 (m, IH), 8.31 (m, 
IH), 8.18 (t, IH), 8.09 (m, IH), 
8.08(t, IH), 8.01 (m, IH), 7.72-7.79 
(m, 3H), 7.63 (m, IH). 


MS 306 
(M+H)-^ 


22. 


N»N ^ — 


8.84 (d, IH), 8.39 (m, IH), 8.32 (d, 
IH), 8.12 (d, IH), 8.08 (dt, IH), 7.96 
(d, IH), 7.77 (d, IH), 7.76 (d, IH), 
7.71 (d, IH), 7.64 (dd. IH), 7.24 (dd, 
IH) 


MS 306 
(M+H)* 


23. 


0-CH3 

N»N — 


9.10 (s, 2H), 8.83 (m, IH), 8.51 (m, 
IH), 8.31 (d, IH), 8.20 (m, IH), 8.12 
(dt, IH), 8.06 (m, IH), 7.86 (t, IH), 
7.58-7.68 (m, 2H), 4.05 (s, 3H). 


MS 332 
(M+H)* 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


24. 


O-CH, 


8.82 (m, IH), 8.65 (d, IH), 8.41 (t, 
IH), 8.31 (d, IH), 8.16-8.21 (m, 
2H), 8.09 (dt, 1H),7.96 (d, IH), 7.81 
(t, IH), 7.64 (m, IH), 6.99 (d, IH), 
3.93 (s, 3H). 


MS 331 
(M+H)* 


25. 




8.47 (d, IH), 8.38 (d, IH), 7.98 (s, 
IH), 7.91-7.82 (m, 3H), 7.70-7.65 
(t, IH) 7.57-7.53 (m, IH), 7.34-7.31 
(t, IH). 7.22-7.20 (m, IH), 6.26 (b, 
IH) 


MS 357.7 
(M+Na)* 


26. 




8.92 (d, IH), 8.84 (d, IH). 8.74 (dd, 
IH), 8.50 (d. IH), 8.39 (d, IH), 
8.09-8.27 (m, 4H), 8.01 (d, IH), 
7.73-7.78 (m, IH), 4.14 (s, 3H). 


MS 331.0 
(M+H)*. 


27. 




8.97 (d, IH), 8.80 (d, IH), 8.66 (dd, 
IH), 8.52 (d, IH), 8.18-8.21 (m, 
2H), 8.09-8. 14 (m, 2H), 8.03 (d, 
IH), 4.30 (s, 3H). 


MS 337.0 
(M+H)*. 


28. 


Ci 


9.42 (s, IH), 9.11 (d, IH), 8.99 (d, 
IH), 8.91 (br, IH), 8.72 (s, IH), 
8.70-8.60 (m, IH), 8.50-8.55 (m, 
IH), 8.44 (dd, IH), 8.28 (dd, IH), 
8.21 (m, IH), 7.88-7.84 (m, IH). 


MS 335.1 
(M+H)^ 


29. 


ry 


8.24 (s, IH), 8.94 (dd, IH), 
8.90-8.80 (m, IH), 8.55 (d, IH), 
8.45-8.8.33 (m, 3H), 8.23 (dd, IH), 
8.78-8.82 (m, IH), 7.55 (d, IH), 
4.03 (s. 3H). 


MS 331.0 
(M+H)"^. 


30. 




ND 


MS 290.0 
(M+H)*. 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


31. 




8.84-8.86 (d, IH), 8.34-8.37 (m, 
2H), 8.14-8.18 (m, IH), 7.89-7.95 
(m, IH), 7.43-7.47 (m, IH), 7.18- 
7.21 (d, IH), 3.91-3.94 (t, 4H), 3.15- 
3.18 (t, 4H). 


MS 343.0 
(M+H)*. 


32. 




9.37 (s, IH) 9.07 (d, IH). 8.96 (br, 
2H), 8.78-8.75 (m, IH). 8.60 (t, IH), 
8.46 (s, IH), 8.24-8.23 (m, 2H), 
8.I3-O.04 (m, Zti). 


MS 335.0 


33. 


N=N 


8.87 (d, IH), 8.38 (d, IH), 7.98-7.92 
(m, 2H), 7.88 (d, IH), 7.59-7.38 (m, 
7H), 3.97 (s, 3H). 


MS 330.6 
(M+H)+. 


34. 




9.05 (m,2H), 8.84 (m, 8.75 
(IH), 8.46 (m, 3H), 8.219(m, 3H). 


MS 31o.o 
(M+H)*. 


35. 




8.86 (d, IH), 8.75 (s, IH), 8.69 (s, 
IH), 8.49 (d,d IH). 8.38 (d, IH), 
7.93 (t, IH). 7.80 (m, 2H). 7.57 (d. 
IH). 7.47 (t. IH). 7.32 (t. IH). 


MS 359.0 
(M+H)*. 


36. 




8.82 (d. IH). 8.4 (s, IH). 8.33 (d, 
IH), 8.20 (m, IH), 8.1 (m, IH). 7.97 
(d. IH). 7.81 (t, IH), 7.62 (dd, IH), 
7.48 (t, IH), 7.38 (d, IH), 7.34 (m, 
IH), 7.05 (dd, IH), 3.85 (s, 3H). 


MS 330 
(M+H)-^ 


37. 




9.20 (s, IH), 9.02 (d, 2H), 8.84 (d, 
IH), 8.64 (d, IH), 8.38 (dd, IH), 
8.33 (d, IH), 8.11 (dt, IH), 7.89 (t, 
IH), 7.65 (dd, IH), 7.58 (t, IH). 


MS 302 
(M-hH)"- 


38. 




8.83 (d, IH), 8.52 (m, IH), 8.38 (m, 
IH), 8.32 (d, IH), 8.25 (m, IH), 8.20 
(m, IH), 8.10 (dt, IH), 8.05 (d, IH), 
7.94 (d, IH), 7.85 (t, IH), 7.76 (t, 
IH). 7.64 (m, IH). 


MS 325 
(M+H)-*- 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


39. 




8.84 (d, IH), 8.74 (d, IH), 8.32 (m, 
2H), 8.21 (d, IH), 8.10 (m, IH). 8.06 
(m, IH), 7.96 (m, IH), 7.87 (m, IH), 
7.64 (m, IH). 


MS 307 
(M+H)"" 


40. 




8.83 (d, IH), 8.40 (s, IH), 8.32 (d, 
IH), 8.19 (m, IH), 8.10 (dt, IH), 
7.97 (d, IH), 7.81 (t, IH), 7.64 (dd, 
IH), 7.47 (t, IH), 7.38 (d, IH), 7.34 
(m, IH), 7.05 (dd, IH), 3.88, (s, 3H). 


MS 330 
(M+H)"" 


41. 




8.82 (d, IH), 8.25-8.32 (m, 3H), 
8.09 (dt, IH), 7.85 (t. IH), 7.79 (d, 
IH), 7.64 (m, IH), 7.47 (m, 2H), 
7.41 (m, IH), 7.34 (m, IH), 3.73 
(bm, 2H). 


MS 315 
CM+H)* 


42. 


n*»M / 
N 


8.84 (d, IH), 8.30-8.32 (m, 3H), 
8.10 (m, IH), 7.87 (d. 2H), 7.65 (dd, 
IH), 7.44-7.49 (m, 3H). 7.36 (m. 
IH). 


MS 315 
(M+H)+ 


43. 


N 


9.06 (d, IH), 9.00, (d, IH), 8.78 (dd, 
IH), 8.23 (dd, IH), 8.06 (m, 2H), 
7.70 (d, IH), 7.64 (m, 2H), 7.58 (m, 
IH), 7.54 (m, IH), 4.09 (s, 3H). 


MS 345.3 
(M+H)* 


44. 




9.22 (s, IH), 9.00 (d, IH), 8.93 (d, 
IH), 8.89 (d, IH), 8.83 (d, IH), 8.72 
(dd, IH), 8.23 (dd, IH), 8.09-8.16 
(m, 3H), 7.89 (d, IH), 4.09 (s. 3H). 


MS 331.3 
(M+H)"" 


45. 




8.89 (d, IH), 8.68 (dd, IH), 8.34 (d, 
IH), 8.11-8.15 (m, 3H), O.07 (da, 
IH), 7.97-8.00 (m, 2H), 4.12 (s, 3H). 


MS 336.8 

(JVl+Jtl) 


46. 




8.94 (t, IH), 8.82 (d, IH), 8.41 (dd, 
IH), 8.31 (d, IH), 8.19 (dd, IH), 
8.18 (d, IH). 8.16 (d. IH), 8.14 (s. 
IH). 8.09 (dt, IH), 7.88 (t, IH), 7.64 


MS 340 
(M+H)+ 



-58- 



wo 03/077918 




PCT/US03/07074 



EXAMPLE 


Structure 


^HNMR 


MS (ESI) 






(ddd, IH), 7.29 (dd, IH), 6.83 (d, 
IH) 




47. 


F 


8.98 (br s, IH), 8.83 (d, IH), 8.45 
(dd, IH), 8.32 (d, IH), 8.26 (dt, IH), 
8.26 (d, IH), 8.16 (dd, IH), 8.10 (dt, 
IH), 8.01 (dt, IH), 7.64 (ddd, IH), 
7.32 (dd, IH), 6.86 (d, IH) 


MS 358 
(M+H)* 


48. 




8.84 (d, IH), 8.35 (dd, IH), 8.32 (s, 
IH), 8.31 (dd, IH), 8.23 (dd, IH), 
8.15 (dd, IH), 8.14 - 8.08 (m, 2H), 
7.87 (dd, IH), 7.64 (ddd, IH), 7.27 

(dd, IH), 6.83 (d, IH) 


MS 358 
(M+H)^ 


49. 




8.60 (s, IH), 8.52-8.51 (d, IH), 
8.364-8.358 (t, IH), 7.923-7.919 (t, 
IH), 7.88-7.7.86 (m, IH), 7.77-7.72 
(m, 4H), 7.697-7.658 (m, 2H), 7.56- 
7.53 (m, 2H), 7.50-7.47 (m, IH). 


MS 

410.97 

(M^+H). 


50. 




8.85 (s. IH), 8.68-8.67 (d, IH), 8.33- 
8.31 (dd, IH), 8.27-8.55 (d, IH), 
8.17-78.00 (m, 7H), 7.54-7.46 (m, 
3H), 7.31-7.30 (m, IH). 


MS 

382.41 

(M*+H). 


51. 




9.60 (d, IH), 9.01 (d, IH), 8.99 (d, 
IH), 8.87 (d, IH), 8.78 (m, IH), 8.75 
(d, IH), 8.39 (d, IH), 8.02 (d, IH), 
7.94 (dd, IH), 7.50 (m, 2H). 


MS 302.2 
OV^+H). 


52. 




9.51 (d, IH), 8.90 (d, IH), 8.85 (d, 
IH), 8.70 (dd, IH), 8.36 (d, IH), 
7.92 (dd, IH), 7.46 (m, IH), 7.25 
(dd, IH), 7.19 (d, IH), 6.91 (dd, 
IH), 6.84 (d, IH), 3.89 (s, 2H). 


MS 316.5 
(M*-+H). 
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EXAMPLE 


Structure 


*HNMR 


MS (ESI) 


53. 




9.66 (d, IH), 8.97 (s, IH), 8.86 (d, 
IH), 8.79 (m, IH), 8.38 (d, IH), 7.94 
(dd, IH), 7.87 (d, IH), 7.78 (dd, 
IH), 7.63 (m, zHT), 7.47 (m, IH). 


MS 326.4 
OVr"+H). 


54. 




9.51 (d, IH), 8.79 (d, IH), 8.74 (d, 
IH), 8.68 (m, IH), 8.49 (m, 2H), 
8.36 (d, IH), 8.03 (dd, IH), 7.58 (m, 
IH), 7.40 (d, IH), 2.42 (s, 3H). 


MS 316.0 
(M*+H). 


55. 




9.06 (d, IH), 9.00 (d, IH), 8.79 (dd, 
IH), 8.23 (dd, IH), 8.09 (m, 2H), 
7.70 (d, IH), 7.64 (m, 2H), 7.58 (m, 
IH), 7.53 (m, IH), 4.07 (s, 3H). 


MS 345.3 
(M^+H). 


56. 




9.25 (d, 2H), 8.94 (s, broad, IH), 
8.70 (s, bioad, IH), 8.49 (m, 2H), 
8.18 (s, IH), 8.13 (d, IH), 7.97 (s, 
broad, IH), 7.91 (dd, IH), 4.23 (s, 
3H). 


MS 331.9 
(M^+H). 


57. 




ND 


MS 346.3 


58. 




9.06 (m, 2H), 8.81-8.92 (m, 3H), 
8.25 (m, 2H), 8.16 (d, IH), 8.14 (s, 
IH), 7.93 (d, IH), 4.07 (s, 3H). 


MS 374.3 
(M^+H). 


59. 


/ 


8.86-8.92 (m, 2H), 8.39 (d, IH), 
7.91-8.08 (m, 4H), 7.69 (d, IH), 
7.43-7.51 (m, 2H), 4.05 (s, 3H). 


Ms 356.4 
(M*+H). 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


60. 


i 

IM 


8.89 (m, 2H), 8.69 (d, IH), 8.39 (d, 
IH), 8.11 (d, IH), 8.02 (d, IH), 7.94 
(dd, IH), 7.73 (d, 1H),7.48 (m, IH), 

4.08 (s, 3H). 


MS 357.3 
(M*"+H). 


61. 




8.90 (d, IH), 8.39 (d, IH), 7.89-8.00 


MS 355.3 






(m, 4H), 7.79 (d, IH). 7.66 (d, IH), 


(M*-+H). 




7.56 (m, IH), 7.49 (m, 2H), 3.96 (s, 
3H). 




62. 




8.88 (d. IH), 8.38 (d, IH), 8.00 (d, 


MS 355.3 






IH), 7.92 (m, 2H), 7.73 (d, 2H), 7.69 
(d, 2H), 7.49 (m, 2H), 3.98 (s, 3H). 


(M*+H). 


63. 




9.02 (d, IH), 8.37 (d, IH), 8.21 (d. 


MS 361.1 






IH), 7.99 (d, IH), 7.91 (m, 2H), 7.63 


^^+H). 




H,C' 


(m, 2H), 7.46 (m, IH), 6.72 (m, IH), 




64. 




8.95 (d, IH), 8.88 (d, IH). 8.68 (m. 


MS 315.4 






IH), 8.41 (d, IH), 8.33 (s, IH), 8.20 


(M^+H). 




CHg 


(s, IH), 8.01 (m, IH). 7.95 (m, IH), 


















65. 


Br 


8.88 (d, IH), 8.78 (d, IH), 8.41 (d, 
IH), 8.32 (s, IH), 7.96 (m, 2H), 7.82 
(m, IH), 7.50 (m, IH). 7.34 (m, 2H), 
3.95 (s. 3H). 


MS 411.0 
(M^+H+2) 

* 


66. 


wS^^^^^ ^^^^^^^^^^ 


8.92-8.94 (m, IH), 8.77-8.79 (m. 


MS 334.3 




nT» 8 38-8 40 Tm IH) 8 11-8 16 
(m, 3H), 8.02-8.04 (m, IH), 7.62 (s, 
IH) 


(M^+H). 


67. 




8.8 (d, IH), 8.18-8.20 (m, IH). 8.09- 
8.10 (m, IH), 8.05 (d. IH). 7.97 (d. 


MS 334.2 

ovr+H). 




IH). 7.92 (m, IHO. 7.90 (s. IH) 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


68. 




8.81-8.91 (m, IH), 8.82-8.83 (m, 
IH), 8.69-8.70 (d, IH), 8.56-8.58 
(m, IH), 8.5-8.52 (d, IH), 8.45-8.48 
(dd, IH), 8.22-8.4 (m, 3H), 8.29 
rddd 1H> 8 20 Cm ITTk 7 R8-8 0^ 
(m. 2H), 7.78-7.80 (m, IH) 


MS 394.3 
(M^+H). 


69. 


F 


9.18 (m, IH), 8.6 (s, IH), 8.49 (ddd, 
IH), 8.38 (m, 2H), 8.22 (m, IH), 
7.87 (m, 2H), 7.57 (m. 2H), 7.50 (m, 
Iki) 


MS 343 
(M^+H). 


70. 




8.82-8.83 (m, IHO, 8.79 (m, IH), 
8.25-8.34 (m, 5H), 8.08 (ddd, IH), 
7.92 (dd, IH). 7.64 (dd, IH) 


MS 291 
(M*-+H). 


71. 




8.88 (s, IH), 8.81-8.79 (d, IH), 8.71- 
8.68 (m. IH), 8.46-8.45 (m, IH), 
8.34-8.28 (m, 2H), 8.24-8.19 (m, 
IH), 8.14-8.11 (d, IH), 7.83-7.79 
(m, IH), 7.71-7.67 (m, IH), 2.67 (s, 
3H) 


MS 349.1 
(M^+H). 


72. 




8.76-8.72 (m, IH), 8.45-8.42 (m, 
IH), 8.41-8.38 (m, IH), 8.28-8.25 
(d, IH), 8.07-8.02 (m, IH), 7.84- 
7.81 (m, IH), 7.73-7.68 (m, 2H), 
7.61-7.59 (d, IH), 7.56-7.51 (m, 2H) 


MS 359.0 
(M^+H). 


73. 




9.39 (s, IH), 8.80-8.81 (d, IH), 8.73- 
8.74 (d, IH), 8.57 (s, IH), 8.44-8.45 
(d, IH) 8.35-8.37 (d, IH), 8.25-8.30 
(m, 2H), 8.04-8.09 (m, 2H), 7.97- 
8.00 (dd, IH), 7.61-7.63 (dd, IH), 
7.26 (d, IH). 


MS 340 
(M^+H) 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


74. 




9.50 (s, IH), 8.82-8.83 (m, IH), 
8.75-8.76 (d, IH), 8.48 (m, 2H), 
8.27-8.34 (m, 3H), 8.09-8.14 (m, 
2H), 7.64-7.66 (dd, IH), 7.29-7.30 
(d. IH). 


MS 359 
(M'+H) 


75. 




ND 


MS 341 
OVT^+H) 


76. 




ND 


MS 370 
(M*+H) 


77. 




8.92 - 8.93 (m, IH), 8.80 - 8.82 (m, 
IH), 8.75 - 8.77 (m, IH), 8.23 - 
8.34 (m, 3H), 8.14 - 8.17 (m, IH), 
8.07 (ddd, IH, J = 10.0, 10.0, 2.4 
Hz), 7.97 (ddd, IH, J = 10.4, 10.4, 
2.4 Hz), 7.82 (dd, IH, J = 10.8, 10.8 
Hz), 7.62 (ddd, IH, J = 10.0, 6.4, 
1.2), 7.44 -7.48 (m, IH). 


MS 301 
(M*+H) 


78. 




9.40-9.42 (d, IH), 9.15-9.16 (d, IH), 
8.92-8.93 (d, IH), 8.67-8.68 (d, IH). 
8.57-8.60 (m, IH), 8.49-8.54 (m, 
2H), 8.27-8.29 (d, IH), 8.21-8.24 
(dd, IH), 8.15-8.18 (IH), 8.01-8.04 
(t, IH), 7.93-8.00 (m, 2H). 


MS 351 
(M^+H) 


79. 




8.99 (m, IH), 8.81-8.30 (d, IH), 
8.69-8.72 (m, IH). 8.37-8.39 (dd, 
IH), 8.27 (s, IH), 8.13-8.15 (m, IH), 
7.89-7.91 (d, IH), 7.74-7.89 (m, 
2H), 7.64-7.70 (m, 2H), 7.52-7.53 
(d, IH). 


MS 368 
(M^+H) 
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EXAMPLE 



Structure 



^HNMR 



MS (ESI) 



80. 




8.82-8.83 (d, IH), 8.30-8.31 (d. IH), 
8.19-8.21 (m, 2H), 8.06-8.08 (m, 
3H), 7.79-7.83 (m, IH), 7.67-7.68 
(d, IH), 7.58-7.61 (m, IH), 6.70- 
6.71 (d, IH), 6.02 (s,2H). 



MS 316 
(M'+H) 



81. 




8.87-8.88 (m, IH), 8.38-8.41 (m, 
2H), 8.32-8.33 (m, IH), 8.16-8.17 
(dd, IH), 7.93-7.95 (m, IH), 7.68- 
7.71 (m, 2H), 7.47-7.50 (m, IH), 
6.82-6.85 (dd, IH), 4.64 (s, 2H). 



MS 316 
(M^+H) 



82. 




8.95-8.97 (m, IH), 8.75-8.78 (m, 
IH), 8.60-8.63 (m, IH). 8.52 (m, 
IH), 8.43 (m, IH), 8.07 (m, IH), 
7.95-7.97 (d, IH), 7.88-7.90 (m, 
2H), 7.83-7.86 (m, IH), 7.76-7.77 
(d, IH). 7.66-7.96 (dd, IH). 



MS 325 
(M*+H) 



83. 




8.85-8.86 (d, IH). 8.33-8.34 (d, IH), 
8.26-8.28 (m, IH), 8.23-8.26 (m, 
IH), 8.10-8.14 m, IH), 8.08-8.10 (d, 
IH), 7.85-7.92 (m, 3H), 7.74-7.76 
(dd, IH), 7.66-7.68 (m, IH). 



MS 344 
(M^+H) 



84. 




9.38 (s, IH), 8.92-8.93 (d, IH), 8.86- 
8.88 (m, IH), 8.83-8.84 (d, IH), 
8.52 (s, IH), 8.32-8.33 (d, IH), 8.21- 
8.23 (m, IH), 8.09-8.13 (m, 2H), 
8.03-8.06 (m, IH), 7.64-7.66 (m, 





MS 319 
(M^+H) 



85. 




8.82-8.83 (m, IH), 8.30-8.32 (d, 
IH), 8.09-8.14 (m, 3H), 7.78-7.80 
(d, IH), 7.61-7.65 (m, 3H), 7.53- 
7.57 (m. 3H), 7.40-7.42 (m, IH). 



MS 333 
(M*+H) 
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EXAMPLE 



Structure 



^HNMR 



MS (ESI) 



86. 




8.86-8.88 (m, IH), 8.51-8.53 (dd, 
IH). 8.38-8.39 (d, IH), 8.22 (s, IH), 
8.12-8.14 (m, IH), 7.92-7.96 (m, 
IH), 7.78-7.81 (dd, IH), 7.47-7.50 
(m, IH), 7.39-7.43 (m, 2H). 



MS 354 
(M^+H) 



87. 




8.87-8.88 (d, IH), 8.35-8.40 (m, 
3H), 7.92-7.95 (m, IH), 7.67-7.70 
(m, 2H), 7.58-7.60 (d, lH)7.46-7.49 
(dd, IH), 7.16-7.19 (dd, IH), 7.02- 
7.06 (m, IH). 



MS 396 
(M^+H) 



88. 




8.87-8.88 (m, IH), 8.39-8.40 (d, 
IH), 8.24-8.25 (d, IH), 8.09 (s, IH), 
7.93-7.94 (m, IH), 7.82-7.83 (m, 
IH), 7.73-7.75 (dd, IH), 7.44-7.48 
(m, IH), 7.30 (s, IH), 7.03-7.05 (dd, 
IH). 



MS 361 
OVT+H) 



89. 




8.82-8.83 (m, IH), 8.42 (s, IH), 
8.36-8.37 (m, IH), 8.29-8.31 (m, 
IH), 8.15-8.17 (m, IH), 8.08-8.09 
(m, IH), 7.90-7.91 (m, 2H), 7.75- 
7.78 (m. IH), 7.57-7.58 (m, IH), 
7.34-7.35 (m, IH). 



MS 343 
(M*^+H) 



90. 




8.89-8.91 (m, IH), 8.60-8.62 (m, 
IH), 8.51 (s, IH), 8.37-8.41 (m. 2H). 
8.11-8.12 (d, IH), 7.93-7.96 (d, IH), 
7.88-7.90 (m, IH), 7.80-7.83 (m, 
2H). 



MS 334 
(M*^+H) 



91. 




8.82-8.83 (d, IH), 8.72-8.73 (d, IH), 
8.33 (s, IH), 8.30-8.32 (d, IH), 8.24- 
8.26 (d, IH), 8.21-8.23 (d, IH), 
8.08-8.11 (m, IH), 7.86-7.88 (d, 
IH), 7.73-7.76 (dd, IH), 7.63-7.65 
(dd, IH), 2.51 (s, 3H). 



MS 333 
(M'+H) 
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EXAMPLE 


Structure 


*HNMR 


MS (ESI) 


92. 






8.92-8.93 (d, IH), 8.62-8.64 (d, IH), 


MS 361 






F 


8.39-8.43 (m, 2H), 7.89-7.96 (m, 
2H), 7.77-7.79 (m, IH), 7.65-7.67 
(d, IH), 7.56-7.60 (m, IH). 


OVT+H) 


93. 






13. 84 (m, IH), 8.82-8.83 (d, IH), 


MS 334 








8.30-8.31 (d, IH), 8.19-8.21 (d, IH), 


(M^+H) 






8.17 (s, IH), 8.12-8.14 (d. IH). 8.08- 






F 


8.10 (m, IH), 8.04-8.06 (m, 2H), 
7.69-7.71 (d, IH), 7.63-7.65 (m, 
IH), 7.04-7!07 (dd, IH). 




94. 






13. 84 (m, IH), 8.82 (s, IH), 8.53 


MS 334 








(m. IH), 8.30-8.34 (m, 2H), 8.20- 


(M*+H) 








8.21 (m, 2H), 8.08-8.13 (m, 2H), 








F 


7.63-7.69 (m, 2H), 7.57 (m, IH), 
7.03-7.05 (d, IH). 




95. 




r\ 


9.02 (s, IH), 8.92-8.93 (d, IH), 8.81- 


MS 333 






/=\ 


8.82 (d, IH), 8.26-8.30 (m, 2H), 


(Nt+H) 




F 


8.20 (m, IH), 8.08-8.11 (m, 2H), 
7.81-7.83 (dd, IH), 7.63-7.65 (dd, 
IH), 2.48 (s, 3H). 




96. 




o 


8.94 (s, IH), 8.86-8.87 (d, IH), 8.82- 


MS 333 








8.83 (d, IH), 8.30-8.31 (d, IH), 


(M^+H) 






F 


8.24-8.26 (m, 2H), 8.08-8.11 (m, 
IH), 8.05-8.07 (d, IH), 7.80-7.82 
(m, IH), 7.63-7.66 (dd, IH), 2.58 (s, 
3H). 




97. 






9.00-9.02 (m, IH), 8.83-8.84 (m. 


MS 344 






F 


2H), 8.70-8.73 (m, IH), 8.46 (s, IH), 
8.29-8.31 (d, IH), 8.23-8.24 (d, IH), 
8.14-8.16 (m, IH), 7.85-7.88 (dd, 
IH), 7.79-7.81 (d, IH), 7.64-7.68 
(m, IH), 7.56-7.59 (m, IH). 


(M^+H) 
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EXAMPLE 



98. 



Structure 




*HN1VER 



9.38 (s, IH), 8.96-8.97 (d, IH), 8.86- 
8.88 (d, IH), 8.55 (s, IH), 8.19-8.22 
(m, 2H), 8.07-8.09 (dd, IH), 7.86 (s, 
2H). 



MS (ESI) 



MS 308 
(M*"+H) 



99. 




8.87-8.88 (d, IH), 8.81-8.82 (d, IH), 
8.55- 8.57 (d, IH), 8.29-8.30 (d, 
IH), 8.23-8.25 (m, 2H), 8.08-8.11 
(m, IH), 8.00-8.03 (m, IH), 7.78- 
7.80 (d, IH), 7.63-7.65 (dd, IH), 
2.77 (s, 3H). 



MS 333 
(M^+H) 



100. 




CH. 



8.88 (s, IH), 8.83-8.84 (d, IH), 8.16- 
8.19 (m, 2H), 7.99-8.01 (d, IH), 
7.82-7.84 (d, IH), 7.65 (s, 2H), 2.55 
(s, 3H). 



MS 322 
(M^+H) 



101. 




9.19-9.21 (m, IH), 8.79-8.81 (m, 
2H), 8.76 (s. IH), 8.50 (m, IH), 
8.29-8.31 (d, IH), 8.18-8.19 (d, IH). 
8.07-8.09 (m, 2H), 7.58-7.62 (m, 
3H). 7.54-7.56 (m, IH), 2.54 (s. 3H). 



MS 333 
OVT+H) 



102. 




9.29 (s. IH). 8.90-8.91 (d, IH), 8.79- 
8.81 (m, IH), 8.51 (s, IH), 8.29-8.31 
(d, IH), 8.18-8.20(, d, IH), 8.09- 
8.11 (m, 2H), 8.01-8.03 (d, IH), 
7.53-7.62 (m, 4H), 2.80 (s, 3H). 



MS 333 
(M++H) 



103. 




8.82-8.83 (d, IH), 8.78 (s, IH), 8.65 
(m, IH), 8.31-8.33 (d, IH), 8.19- 
8.22 (m, 2H), 8.08-8.14 (m, 2H). 
7.92-7.94 (dd, IH), 7.60-7.66 (m, 
IH). 



MS 333 
(M*-+H) 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


104. 


N^N . ^ \ 

F 


9.41-9.42 (d, IH), 8.71 (d, IH), 8.36 
(s, 2H), 8.24 (s, 2H), 7.87 (s. IH), 
7.09-7.10 (d, IH). 


MS 323 
OVT+H) 


105. 


CI 


8.34 (s, IH), 8.24-8.26(d, IH), 8.17- 
8.19 (d, IH), 8.14 (s, IH), 7.85 (s, 
2H), 7.75-7.76 (m, IH), 7.65 (s, IH), 
7.18-7.20 (d, IH). 


MS 356 
(M^+H) 


106. 


H,C-0 


8.92-8.97 (m, IH), 8.79-8.80 (d, 
IH), 8.64-8.67 (dd, IH), 8.09-8.11 
(m, IH), 7.90-7.92 (m, 2H). 7.47- 
7.49 (d, IH), 7.38-7.41 (m, IH), 
7.23-7.25 (m, IH), 7.09-7.10 (d, 
IH), 7.02-7.05 (m, IH), 3.94 (s, 3H), 
3.80 (s, 3H). 


MS 360 
(M*-+H) 


107. 




8.98-9.00 (m, IH). 8.72-8.74 (d, 
IH), 8.53-8.56 (m, IH), 7.98-8.05 
(m, 3H), 7.86-7.87 (d, IH), 7.78- 
7.82 (m, IH), 7.56-7.63 (m, 3H), 
4.03 (s, 3H). 


MS 355 
(b/t+H) 


108. 


CI 


ND 


MS 335.2 
(M^+H). 


109. 




8.73-8.71 (m, 2H), 8.31-8.2 (m, 3H), 
8.0 (dt, IH), 7.78 (dt, IH), 7.58 (d, 
IH), 7.5-7.43 (m, 2H), 7.3-7.27 (m, 
IH), 2.5 (s, 3H). 


MS 315.4 
(M^+H). 
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EXAMPLE 


Structure 


*HNMR 


MS (ESI) 


110. 




8.7 (br s, 2H), 8.28 (d, IH), 8.10-8.0 
(m, 2H), 7.9-7.8 (m, 2H), 7.8 (d, 
Irl^, /./j (.1, iJHJ, i.oL-i Act (,m, 1x1^, 
7.3-7.2 (m, IH), 4.1 (s, 3H). 


MS 331.3 
(M^+H). 


111. 




ND 


MS 331.8 
(M*--hH). 


112. 




9.14-9.13 (d, IH) 8.79-8.76 (d, IH), 
8.56-8.52 (m, 3H), 8.34-8.33 (d, 
IH), 8.22-8.20 (d, IH), 8.04-8.01 (t, 
IH), 7.69-7.68 (d, lH)7.60-7.57 (m, 
2H), 7.02-7.01 (d, IH), 4.14 (s, 3H). 


MS 370.1 
(M*-+H). 


113. 




9.00-8.99 (d, IH), 8.84-8.83 (d, IH), 
8.75-8.72 (t, IH), 8.28-8.27 (d, IH). 
8.17-8.15 

9t, IH), 8.09 (s, IH), 8.02-7.96 (m, 
2H), 7.79 (s, IH), 6.57-6.56 (t. IH), 
4.10 (s, 3H). 


MS 320.3 
(M^+H). 


114. 




9.04~9.07(m, 2H), 8.82-8.87 (m, 
2H), 8.74-8.77 (m, IH), 8.45-8.48 
(m,3H), 8.17-8.26 (m, 3H). 


MS 319.9 
(M*+H) 


115. 




8.81-8.83 (m, 2H), 8.73-8.74 (d, 
IH), 8.58-8.61 (dd, J=6, 6, IH), 
8.31-8.33, J=6, IH), 8.23-8.25 (d, 
J=6. IH), 8.07-8.09 (m, 2H). 8.02- 
8.00 (d, J=6, IH), 7.63-7.65 (t, IH), 
7.57-7.59 (t, IH). 


MS 326.2 
(M^+H) 


116. 




8.85 (s, IH), 8.76-8.77 (d, J=3, IH), 
8.56-8.60 (m, 2H), 8.33-8.35 (d, 
J=6, IH), 8.05-8.12 (m, 2H). 7.94- 
7.96 (d, J=6, IH), 7.69-7.71 (d, J=6, 


MS 369.2 
(M*+H) 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 






IH), 7.64-7.66 (m, IH), 7.58-7.60 
(m. IH). 




117. 




8.86-8.87 (d, J=3, IH), 8.77-8.78 (d, 
J=3, IH), 8.38-8.40 (d,J=6, IH), 
8.34 (s, IH), 8.12-8.14 (d, J=6, IH), 
7.92-7.94 (t, IH), 7.81-7.84 (m. IH), 
7.77-7.79 (d, J=6, IH), 7.48-7.50 (t,. 
IH). 7.35-7.37 (t, IH). 


MS 385.1 
(M^+H) 


118. 


O— N* 


ND 


MS 346 
(M+H) 


119. 


9 

CI 


ND 


MS 370 
(M+H) 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


120. 


o 


ND 


MS 370 
(M+H) 


121. 


V 

F F 


ND 


MS 386 
(M+H) 


122. 


9 

N—N 

F F 


ND 


MS 369 
(M+H) 
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EXAMPLE 


Structure 


*HNMR 


MS (ESI) 


135. 


■? 


ND 


MS 329 
(M+H) 


136. 


0 

V/ 

CH3 


ND 


MS 331 
(M+H) 


137. 




ND 


MS 337 
CM+H'i 


138. 


N—N HgN— Y 


ND 


MS 344 
(M+H) 
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EXAMPLE 


Structure 


*HNMR 


MS (ESI) 


139. 




H3C-hQ 


ND 


MS 314 
(M^+H) 


140. 




F 


ND 




MS 318 
(M*+H) 


141. 




F 


ND 


MS 318 
(M*+H) 


142. 




F 


ND 


MS 332 
(M*+H) 


143. 




F 

F 


ND 




MS 336 
(M"+H) 


144. 


o 


ND 


MS 376 
(MVH) 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


145. 


"9 

' F 


ND 


MS 319 
(M*+H) 


146. 


O 


ND 


MS 332 
(M*+H) 


147. 


o 

F 


ND 


MS 387 
(M*+H) 


148. 


o 

N—N // 


ND 


MS 343 
(M*+H) 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 










149. 


9 

F F 


ND 


MS 354 
(M*+H) 


150. 


o 


ND 


MS 352 
(M*+H) 


151. 


is!' 


ND 


MS 378 
(M*+H) 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


152. 




ND 




MS 346 








(MVH) 




N— N HgC 




















F H3C 








153. 


X 


ND 




MS 352 








(M"+H) 




N-N a 




















F 








154. 


9 


ND 




MS 360 








(M*+H) 
























F 








155. 




ND 




IVIO OMO 












N— N H3C CH3 




















F 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 










156. 


9 


ND 


MS 346 
(M*+H) 


157. 


9 

N-N CI 


ND 


MS 352 
(M*+H) 


158. 


9 

N— N HO 
F 


ND 


MS 334 
(M*+H) 
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EXAMPLE 


Structure 


^HNMR 


MSOESI) 










163. 


o 


ND 


MS 363 
(M*+H) 


164. 


9 

N—N CI 
F CI 


ND 


MS 387 
(M*+H) 


165. 


O 

CH3 


ND 


MS 348 
(M*+H) 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


174. 


o 


ND 


MS 314 


175. 


n 


ND 


MS 342 
(M +H) 


176. 


9 


ND 


MS 334 
(M"+H) 


177. 




ND 


MS 318 
(M*+H) 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


182. 


o 


ND 


MS 328 
(M*+H) 


183. 


N— N H3C 

CH3 


ND 


MS 328 
(M*+H) 


184. 


lit 


ND 


MS 328 
(M*+H) 


185. 


9 

N-^N F 

F 


ND 


MS 336 
(M"+H) 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


193. 


O 


ND 


MS 362 
(M"+H) 


194. 


O 

N— N O 

F CH3 


ND 


MS 362 
(.M +rl^ 


195. 


9 

F S 

CH3 


ND 


MS 364 
(M*+H) 


196. 


F 0 


ND 


MS 375 
(M*+H) 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


197. 


o 

\\ r 

Hgd' 


ND 


MS 376 
(M*+H) 


198. 


O 


ND 


MS 408 
(M"+H) 


199. 


"9 

N-N 

// ^ / \ 

' h 


ND 


MS 410 
(M*+H) 
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EXAMPLE 


Structure 


*HNMR 


MS (ESI) 


200. 


A 

N— N 


^fD 


MS 386 
(M"+H) 


201. 


O 

F 


ND 


MS 320 
(M"+H) 


202. 




ND 


MS 350 
(M*+H) 


203. 


O 


ND 


MS 384 
(M*+H) 



-92- 



wo 03/077918 




PCT/US03/07074 



EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


204. 




ND 




MS 384 








(MVH) 














(/ \s (/ ^ 










F 








205. 




ND 




MS 354 








(M*+H) 




N—N F 










MM 










F F 








206. 


9 


ND 




MS 348 








(M*+H) 
































207. 


X 


Nil 




IVIo 0^+^ 








(M*+H) 
























CH3 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 










208. 




ND 


MS 346 
(M*+H) 


209. 


o 


ND 


MS 357 
(M*+H) 


210. 


N-CH3 

H3C 


ND 


MS 357 
(M*+H) 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


211. 


O 

o 
/ 

H3C 


ND 


MS 358 
(M*+H) 


212. 


0 
X 

In— 1/ CI 

CI 


ND 


MS 369 
(M*+H) 


213. 


V 

F F 


ND 


MS 384 
(M"+H) 
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EXAMPLE 


Structure 


*HNMR 


MS (ESI) 


214. 


9 

b 


ND 


MS 392 
(M^+H) 


215. 


O 


ND 


MS 393 
(M*+H) 


216. 


o 

N-N 

F O— N* 


ND 


MS 363 
(M*+H) 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


217. 


^\ 7 

N-N 

O— N* 


ND 


MS 345 
(M*+H) 


218. 


a 


ND 


MS 361 
(M*+H) 


219. 




ND 


MS 332 
(M*+H) 


220. 


9 

N— N 

F F 


ND 


MS 368 
(M*+H) 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 










221. 




ND 


MS 331 
(M*+H) 


222. 




ND 


MS 344 
(M*+H) 


223. 




ND 


MS 348 
(M"+H) 


224. 




ND 


MS 360 
(M*+H) 


225. 




ND 


MS 388 
(M*+H) 


226. 


N.^N, _y=W==\ 
h/ 


ND 


MS 331 
(M*+H) 


227. 


h/ 


ND 


MS 364 
(M*+H) 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 










228. 


H.d' o 


ND 




MS 358 
(M*+H) 


229. 








MS 360 
(M*+H) 


230. 


"^-A^ /=W=< 


ND 




MS 344 
(M*+H) 


231. 




ND 




MS 380 
(M*+H) 


232. 


J' 


ND 




MS 372 
(M*+H) 


233. 


h/ 


ND 




MS 348 
(M*+H) 


234. 




ND 




MS 366 
(MVH) 
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EXAMPLE 


Structure 


*HNMR 


MS (ESI) 


235. 




HO 


ND 




MS 346 
(M*+H) 


236. 




F 


ND 




MS 348 
(M*+H) 


237. 




HjC CH, 


ND 




MS 358 
(MVH) 


238. 




F 


ND 




MS 366 
(M*+H) 


239. 




O 


ND 




MS 372 
(M*+H) 


240. 




O 

HjN— 


ND 




MS 373 
(M*+H) 


241. 




■o-p 

H,C CH, 


ND 




MS 360 
(M"+H) 
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EXAMPLE 


Structure 


*HNMR 


MS (ESI) 


242. 


/=\ /=\ 

p 

H,C 


ND 




MS 331 
(M*+H) 


243. 




ND 


MS 374 
(M*+H) 


244. 


H.d' 


ND 




MS 381 
(M*+H) 


245. 


H,</ )|-CH, 
H,0 


ND 




MS 387 
(M"+H) 


246. 




ND 


MS 399 
(M*+H) 


247. 




ND 




MS 399 
(M*+H) 


248. 


H,c' 


ND 




MS 332 
(M*+H) 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


249. 




ND 


MS 396 
(M*+H) 


250. 


O-CHa 


ND 


MS 398 
(MVH) 


251. 




ND 


MS 360 
(M*+H) 


Examples 252-281 have mGluR5 inhibitory activity greater than 1 ^iM in the calcivun 
flux assay: 


EXAMPLE 


Structure 


*HNMR 


MS (ESI) 


252. 


n 

CH, 


ND 


MS 345 
(M+H) 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


257. 




ND 




MS 358 

/•IV /I . 1 |\ 

(M+H) 


258. 


o ■ 


ND 




MS 358 








(M+H) 
































259. 




ND 




MS 358 








(M+H) 




V. ^ 

N~N 




















N-CH3 

H3C 








260. 


T 


ND 




MS 359 








(M+H) 












































H3C 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


253. 


o 

V. ^ 

N—N 

H3C 


ND 


MS 345 
(M+H) 


254. 


0 

^^^^ 

CH3 


ND 


MS 345 


255. 


S 

CHg 


ND 


MS 347 
(M+H) 


256. 


0 

0 


ND 


MS 352 
(M+H) 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


261. 


o 

N— ri CI 

CI 


ND 


MS 370 
(M+H) 


262. 


o 


ND 


MS 377 
(M+H) 


263. 


o 

lit 


ND 


MS 391 
(M+H) 
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EXAMPLE Structure ^HNMR MS (ESI) 



264. 



265. 



266. 




MS 391 
(M+H) 



MS 393 
(M+H) 



MS 394 
(M+H) 
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EXAMPLE 


Structure 


*HNMR 


MS (ESI) 


267. 


O 


ND 


MS 407 
(M+H) 


268. 


o 

N-N 


ND 


MS 439 
(M+H) 


269. 


^^"^^^^ 


ND 


MS 369 
(M+H) 
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EXAMPLE 


Structure 


^HNMR 


MS (ESI) 


274. 




ND 




MS 385 
(M+H) 


275. 


o 


ND 




MS 332 








(M+H) 




ML 




















N==/ \=/ CH3 








276. 




ND 




MS 370 








(M+H) 






















277. 


ML 

N==/ CH3 


ND 


• 


MS 361 
(M+H) 


278. 




ND 




MS 315 








(M+H) 




N— N H3C 



















-109- 



wo 03/077918 



PCT/US03/07074 



EXAMPLE 


Structure 


*HNMR 


MS (ESI) 


270. 




ND 




MS 357 








(M+H) 






















271. 


o 


ND 




MS 367 








(M+H) 
































272. 




ND 




MS 367 








(M+H) 
































273. 




ND 




MS 359 








(M+H) 

































-108- 



wo 03/077918 



PCT/US03/07074 



EXAMPLE Structure ^HNMR MS (ESI) 



279. 



280. 



281. 




MS 329 
(M+H) 



MS 344 
(M+H) 



MS 345 
(M+H) 



Examples 282-347 have mGluR5 inhibitory activity greater than 3 pM in the calcium 
flux assay: 



EXA 
MPLE 


Structure 


^HNMR 


MS (ESI) 


282. 


O— CH, 


ND 


MS 330 
(M+H) 
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EXA 
MPLE 


Structure 


^HNMR 


MS (ESI) 


283. 


Ci Jr 

^^r^ /=< 


ND 


MS 358 
(M+H) 


284. 


O— CH, 

a P 

_/=< 


ND 


MS 348 
(M+H) 


285. 


o 


ND 


MS 332 


286. 


O 


ND 


MS 368 
(M+H) 
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EXA 
MPLE 


Structure 


*HNMR 


MS (ESI) 


287. 


9 

N—N O 

CH3 


ND 


MS 378 
(M+H) 


288. 


X 


ND 


MS 334 
(M+H) 


289. 


CH3 


ND 


MS 346 
(M+H) 








MS 334 
(M+H) 
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EXA 
MPLE 



Structure 



^HNMR 



MS (ESI) 



291. 




ND 



MS 350 
(M+H) 



292. 




ND 



MS 360 
(M+H) 



293. 




ND 



CH, 



MS 360 
(M+H) 
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EXA 
MPLE 



Structure 



^HNMR 



MS (ESI) 



294. 




ND 



MS 328 
(M+H) 



295. 



ND 



1^ 

N—N 




MS 343 
(M+H) 



296. 




ND 



MS 344 
(M+H) 



297. 




ND 



MS 362 
(M+H) 
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EXA 
MPLE 


Structure 


*HNMR 


MS (ESI) 


301. 


N— N 


ND 


MS 402 
(M+H) 


302. 


N— N 


ND 


MS 408 
(M+H) 


303. 


o 

/ N-|-CH3 


ND 


MS 411 
(M+H) 
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EXA 
MPLE 


Structure 


*HNMR 


MS (ESI) 


304. 




ND 


MS 424 
(M+H) 


305. 


9 

F F 


ND 


MS 386 
(M+H) 


306. 


o 

N— N 


ND 


MS 376 
(M+H) 
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EXA 
MPLE 



Structure 



*HNMR 



MS (ESI) 



307. 




ND 



MS 402 
(M+H) 



308. 




ND 



MS 349 
(M+H) 



309. 




ND 



MS 344 
(M+H) 



310. 




ND 



MS 344 
(M+H) 
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EXA 


Structure 




*HNMR 


MS (ESI) 


MPLE 










314. 




ND 




MS 390 








(M+H) 




\\ 

N-N 

\ 




























315. 


o 






IV! o OVU 








(M+H) 
































316. 




ND 




MS 364 
(M+H) 


317. 




ND 


MS 375 
(M+H) 


318. 




ND 




MS 344 
(M+H) 
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EXA 
MPLE 



Structure 



^HNMR 



MS (ESI) 



319. 




ND 



MS 364 
(M+H) 



320. 




ND 



MS 399 
(M+H) 



321. 



ND 



MS 390 
(M+H) 



322. 




ND 



MS 390 
(M+H) 



323. 




ND 



MS 346 
(M+H) 



324. 




ND 



OH.C 



H,C 



MS 358 
(M+H) 



325. 




ND 



OH, 



MS 358 
(M+H) 
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EXA 
MPLE 



Structure 



'HNMR 



MS (ESI) 



326. 




ND 



H,C^ CH, 



MS 358 
(M+H) 



327. 




ND 



MS 374 
(M+H) 



328. 




ND 



MS 387 
(M+H) 



329. 



ND 



MS 387 
(M+H) 



330. 




ND 



^. /=\ /= 




H,C 



MS 388 
(M+H) 



331. 




pi 



ND 



MS 399 
(M+H) 



332. 




ND 




MS 406 
(M+H) 
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EXA 
MPLE 



Structure 



^HNMR 



MS (ESI) 



333. 




ND 



MS 414 
(M+H) 



334. 




ND 



MS 420 
(M+H) 



335. 




ND 



MS 420 
(M+H) 



336. 




ND 



MS 422 
(M+H) 



337. 




ND 



i-CH. 



MS 423 
(M+H) 



338. 




ND 



MS 436 
(M+H) 
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EXA 
MPLE 


Structure 


^HNMR 


MS (ESI) 


339. 




ND 


MS 468 
(M+H) 


340. 


O-CH, 


ND 


MS 398 
(M+H) 


341. 




ND 


MS 396 
(M+H) 


342. 




ND 


MS 388 
(M+H) 


343. 




ND 


MS 414 
(M+H) 


344. 




ND 


MS 361 
(M+H) 


345. 




8.91 -8.92(d, 2H), 8.75-8.79 (m, 
2H), 8.27-8.29 (d, 2H), 7.97-8.06 
(m, 2H), 7.58-7.60 (dd, IH), 7.46- 
7.49 (m, 2H). 


MS 378 
(M^+H) 
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EXA 
MPLE 


Structure 


^HNMR 


MS (ESI) 










346. 




8.2 (s, IH), 8.98-9.00 (d, J=6, IH). 
8.84-8.85(d, J=3, IH), 8.55-8.59 (m, 
2H), 8.33-8.35 (d, J=6, IH), 8.10- 
8.12 (t, IH), 8.64-8.66 (t, IH), 7.58 
(s, 2H), 7.39 (s, IH), 7.33-7.38 (m, 
2H). 


MS 340.1 
(MT+H) 


347. 




8.85 (br s, IH), 8.74 (d, IH), 8.6 (d, 
IH), 8.3 (d, IH), 8.1-8.05 (m,2H), 
7.95 (s, IH), 7.92 (d. IH), 7.6-7.55 
(m, IH). 7.5 (d. IH), 7.4-7.37 (m, 
IH), 3.98 (s, 3H). 


MS 331.8 
(M*+H). 



Other variations or modifications, which will be obvious to those 
skilled in the art, are within the scope and teachings of this invention. This invention 
is not to be limited except as set forth in the following claims. 
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WHAT IS CLAIMED IS: 



1 . A compound represented by Formula (I): 




5 ® 

or a pharmaceutically acceptable salt thereof, wherein 

X and Y each independently is aryl or heteroaryl wherein at least one 
of X and Y is a heteroaryl with N adjacent to the position of attachment to A or B 
respectively; 

10 X is optionally substituted with 1-7 independent halogen, ~CN, NO2, 

-Ci-ealkyl, -Ci-6alkenyl, -Ci-6alkynyl, -ORl, ~NR1r2, ^C(=NR1)NR2r3, 

-N(=NR1)NR2r3. -NR1C0R2, .NRICO2R2, .NR1S02R4, -NR1CONR2r3,^r4 
-S0R4, ^02R4 -.SO2NRIR2, -CORl, -CO2RI, -CONR1r2, -C(=NR1)R2, or 
-C(=N0R1)R2 substituents, wherein optionally two substituents are combined to 
15 form a cycloalkyl or heterocycloalkyl ring fused to X; wherein the -Ci-6alkyl 

substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -0(Co-6alkyl), -0(C3« 
Vcycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3.7cycl^ or 
-N(Co-.6alkyl)(aryl) groups; 
20 R1, R2, and R3 each independently is -Co-6alkyl, ^3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
halogen, ~CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3-7cycloalkyl), ~0(aryl), -N(C0- 
6alkyl)(Co-6alkyl), -N(Co~6alkyl)(C3-7cycloalkyl), -N(C0-6alkyl)(aryl) substituents; 

R4 is -Ci-6^kyl, ~C3-7cycloalkyl, heteroaryl, or aryl; optionally 

25 substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), - 
N(Co-6alkyl)(aryl) substituents; 

A is -Co~4alkyl, -Co.2alkyl-SO-Co-2alkyl- -Co-2alkyl-S02-CO- 
2alkyK -Co-2alkyl-<:0-Co-2alkyl-, "^0-2alkyl-NR^CO-Co.2alkyl~ -Co-.2alkyl- 

30 NR^SO2-C0-2alkyl- or -heteroCo.4alkyl; 
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W is -C3-7cycloalkyl, -heteroC3-7cycloalkyl, -Co-6alkylaryl, or -Cq- 
6alkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci_ 
ealkyl, -Ci-6alkenyl, -Ci-ealkynyl, -ORl, -NR1r2, -C(=NR1)NR2r3, 
-N(=NR1)NR2r3, -NR1C0R2, -NRICO2R2, -NR1S02R4, -NR1CONR2r3 _SR4, 
5 -SOR4, -SO2R4, -SO2NRIR2, -CORl, -CO2RI, -CONR1r2, -C(=NR1)R2, or 
-C(=N0R1)R2 substituents; 

Y is optionally substituted with 1-7 independent halogen, -CN, NO2, 
-Ci-ealkyl, -Ci_6alkenyl, -Ci_6alkynyl, -0R5, -NR5r6, -C(=NR5)NR6r7, 

-N(=NR5)NR6r7. -NR5cOR6, -NRScOaR^, -NRSsOzRS, -1SIR5C01SIR6r7,-SR8, 
10 -S0R8, -SO2R8, -S02NR5r6, -C0R5, -COaRS, -CONR5r6, -C(=NR5)R6, or 
-C(=NOR5)r6 substituents, wherein optionally two substituents are combined to 
form a cycloalkyl or heterocycloalkyl ring fused to Y; wherein the -Ci-6alkyl 

substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci_6alkyl, -0(Co-6alkyl), -0(C3_ 
15 7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups; 

r5, r6, and R7 each independently is -Co-6alkyl. -C3.7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 

halogen, -CN, -Ci-ealkyl, -0(Co-6alkyl), -0(C3-7cycloalkyl), -O(aiyl), -N(Co- 
20 6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

r8 is -Ci-6alkyl, -C3-7cycloalkyl, heteroaryl, or aryl; optionally 

substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 

7cycloalkyl), -0(aiyl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3_7cycloalkyl), 

-N(Co-6alkyl)(aryl) substituents; 
25 Bis-Co-4alkyl,-Co.2alkyl-SCM:::0-2alkyl-,-Co-2alkyl-S02--CO- 

2alkyl-, -Co-2alkyl-CO-Co-2alkyl-, -Co-2alkyl-NR^°CO-Co-2alkyl-, -Co.2alkyl- 

NR"SO2-C0-2alkyl- or -heteroCo-4alkyl; 

R9 and RlO each independently is -Co-6alkyl. -C3-7cycloalkyl, 

heteroaryl, or aryl; any of which is optionally substituted with 1-5 independent 
30 halogen, -CN, -Ci-6alkyl, -0(Co-6alkyl), -0(C3-7cycloalkyl), -O(aryl), -N(Co- 
6aIkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), -N(Co-6alkyl)(aryl) substituents; 

Z is -C3-7cycloalkyl, -heteroC3-7cycloalkyl, -Co-6aIkylaryl, or-Co- 
ealkylheteroaryl optionally substituted with 1-7 independent halogen, -CN, NO2, -Ci_ 
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6alkyl, -Ci-6alkenyl, -Ci.6alkynyl, ~ORl, -~NR1r2, -C(=NR1)NR2r3, 
-N(=NR1)NR2r3. ^NR1C0R2, -NRICO2R2, -NRlSOaR^, -NR1CONR2r3 _sr4, 
-S0R4, -SO2R4, ~S02NR1r2, -CORl, -CO2RI, ~CONR1r2, -C(=NR1)R2, or 
-C(=N0R1)R2 substituents; 
5 one of W and Z is optionally absent; and 

any N may be an N-oxide. 

2. The compound according to Claim 1, or a pharmaceutically 
acceptable salt thereof, wherein 

10 X is 2-pyridyl optionally substituted with 1-4 independent halogen, 

-CN, NO2, -Ci-6alkyl, -Ci-6alkenyl, -Ci-6alkynyl, -ORl, -NR1r2, 
^C(=NR1)NR2r3, -N(=NR1)NR2r3,-NR1COR2 -NRICO2R2, -NRlSOaR^, 
-NR1CONR2r3,--SR4, -S0R4, -SO2R4, -SO2NRIR2 -CORl, -CO2RI, -CONR1r2 
-C(=NR1)R2, or -C(=N0R1)R2 substituents, wherein optionally two substituents are 

15 combined to form a cycloalkyl or heterocycloalkyl ring fused to X; wherein the -Ci- 
6alkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups- 

20 

3. The compound according to Claim 2, or a phamiaceutically 
acceptable salt thereof, wherein 

Y is phenyl optionally substituted with 1-5 independent halogen, -CN, 
NO2, -Ci-ealkyl, -Ci-6alkenyl, -Ci-6alkynyl, -0R5, -NR5r6, -C(=NR5)NR6r7, 

25 -N(=NR5)NR6r7, -NR5cOR6, -NR5c02R6, -NRSsOzRS, -NR5cONR6r7,-SR8, 
-S0R8, -SO2R8, -nS02NR5R6, -C0R5, -CO2R5, -CONR5r6, .C(=NR5)r6, or 
-C(=NOR5)r6 substituents, wherein optionally two substituents are combined to 
form a cycloalkyl or heterocycloalkyl ring fused to Y; wherein the -Ci-6alkyl 

substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
30 substituted with 1-5 independent halogen, -CN, -Ci-.6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloalkyl), ~0(aryl), -N(C0-6alkyl)(C0-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups.. 
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4. The compound according to Claim 1, or a pharmaceutically 
acceptable salt thereof, wherein 

Y is 2-pyridyl optionally substituted with 1-4 independent halogen, 
-CN, NO2, -Ci-6alkyl, -Ci-6alkenyl, -Ci-6alkynyU -0R5, -NR5r6, 

5 -C(=NR5)NR6r7, -N(=NR5)Nr6r7. -NR5cOR6, -NRScOzR^, -NRSsOiRS, 

-NR5C0NR6r7,_sr8, -S0R8, --SO2R8, -S02NR5r6, -CORS, -COzRS, -CONR5r6, 
-C(=NR5)r6, or -C(=NOR5)r6 substituents, wherein optionally two substituents are 
combined to form a cycloalkyl or heterocycloalkyl ring fiised to Y; wherein the -Ci- 
galkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
10 substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, ~O(C0-.6alkyl), -0(C3- 
7cycloalkyl),-0(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(C0-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups.. 

5. The compound according to Claim 1, or a pharmaceutically 
15 acceptable salt thereof, wherein 

X is phenyl optionally substituted with 1-5 independent halogen, -CN, 
NO2, -Ci-ealkyl, -Ci-6alkenyl, -Ci-6alkynyl,-ORl, -NR1r2, -C(=NR1)NR2r3, 
-N(=NR1)NR2r3. -NR1C0R2, -NRICO2R2, -NR1S02R4, -NR1CONR2r3,-.SR4 
-S0R4, -SO2R4, -SO2NRIR2, -CORl, -CO2RI, -CONR1r2, -C(=NR1)R2, or 
20 -C(=N0R1)R2 substituents, wherein optionally two substituents are combined to 
form a cycloalkyl or heterocycloalkyl ring fused to X; wherein the -Ci-6alkyl 

substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3. 
Vcycloalkyl), -0(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
25 -N(Co-6alkyl)(aryl) groups. 

6. The compound according to Claim 5, or a pharmaceutically 
acceptable salt thereof, wherein 

Y is 2-pyridyl optionally substituted with 1-4 independent halogen, 
30 -CN, NO2, -Ci-6alkyl, -Ci-6alkenyl, -Ci^ealkynyl, -0R5, -NR5r6, 

-C(=NR5)NR6r7, -N(=NR5)NR6r7,-Nr5cOR6, -NR5c02R6, -NR5s02R8, 
-NR5C0NR6r7 -SR8, -S0R8, -SOsRS, -S02NR5r6, -C0R5, -C02R5, -CONR5r6, 
-C(=NR5)r6, or -C(=NOR5)r6 substituents, wherein optionally two substituents are 
combined to form a cycloalkyl or heterocycloalkyl ring fused to Y; wherein the -Ci- 
35 6alkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
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substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -0(Co~6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups. 

5 7. The compound according to Claina 1, or a pharraaceutically 

acceptable salt thereof, wherein 

Y is 1,3-thiazolyl optionally substituted with 1-2 independent halogen, 
-GN, NO2, -Ci.6alkyl, -Ci-6alkenyl, -Ci-6alkynyl, -0R5, -m5R^ 

-C(=NR5)NR6r7, -N(=NR5)NR6r7, -NR5cOR6, -NRScOzRS, ^NRSsOzRS, 
10 -NR5C0NR6r7,-SR8, -S0R8, -SO2R8, -^02NR5r6, -C0R5, -C02R5, -CONR5r6, 
-C(=NR5)r6, or-C(=NOR5)R6 substituents, wherein optionally two substituents are 
combined to form a cycloalkyl or heterocycloalkyl ring fused to Y; wherein the -Ci^ 
ealkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3. 
15 7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups. 

8. The compound according to Claim 7, or a pharmaceutically 
acceptable salt thereof, wherein 

20 X is phenyl optionally substituted with 1-5 independent halogen, -CN, 

NO2, -Ci-6alkyl, -Ci-6alkenyl, -Ci^alkynyl, ^Rl, -NR1r2, -C(=NR1)NR2r3, 
-N(=NR1)NR2r3. -NR1C0R2, -NRICO2R2, -NR1S02R4 -NR1CONR2r3,-^r4 
-SOR4, -5O2R4, -SO2NRIR2, -CORl, -CO2RI, -CONR1R2, -C(=NR1)R2, or 
-C(=N0R1)R2 substituents, wherein optionally two substituents are combined to 

25 form a cycloalkyl or heterocycloalkyl ring fused to X; wherein the -Ci-6alkyl 
substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-ealkyl, -O(C0-6alkyl), -0(C3. 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups.. 



30 



9. The compound according to Claim 1, or a pharmaceutically 

acceptable salt thereof, wherein 

W is -Co-6alkylaryl, or -Co-6alkylheteroaryl optionally substituted 

with 1-7 independent halogen, -CN, NO2, -Ci.6alkyl, -Ci-6alkenyl, .-Ci-6alkynyl, 
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-ORl, -NR1r2 -C(=NR1)NR2r3, _N(=NR1)NR2r3. -NR1cOR2, -NRICO2R2, 
-NRISO2R4, -NR1CONR2r3 _sr4, -S0R4, -SOaR^, -SO2NRIR2, -CORl, 
-CO2RI, -CONR1r2, -C(=NR1)R2, or -C(=N0R1)R2 substituents. 

5 10. The compound according to Claim 1, or a pharmaceutically 

acceptable salt thereof, wherein 

Y is pyrazolyl optionally substituted with 1-3 independent halogen, 
-CN, NO2, -Ci-ealkyl, -Ci-6alkenyl, -Ci-6alkynyl, -0R5, -NR5r6, 
-C(=]SIR5)NR6r7, -N(=NR5)NR6r7. -NR5cOR6, -NRScOzR^, -1SIR5s02R8, 

10 -NR5C0NR6r7,_SR8, -S0R8, -SO2R8, -S02NR5r6, -C0R5, -CX>2R5. -CONR5r6, 
-C(=NR5)R6, or-C(=NOR5)R6 substituents, wherein optionally two substituents are 
combined to form a cycloalkyl or heterocycloalkyl ring fused to Y; wherein the -C i- 
galkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl). -0(C3- 

15 vcycloalkyl), -0(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aiyl) groups. 

1 1. The compound according to Claim 10, or a pharmaceutically 
acceptable salt thereof, wherein 

20 X is Iphenyl optionally substituted with 1-5 ind^ndent halogen, — 

CN, NO2, -Ci.6alkyl, -Ci^alkenyl, -Ci-ealkynyl, -0R5, -NR5r6, 
-C(=NR5)]SIR6r7, -N(=NR5)NR6r7. -NR5cOR6, -NR5c02R6. -NRSsOzRS, 
-NR5CONR6r7,-SR8, -S0R8. -SO2R8, -S02NR5r6, -C0R5, -COaRS, -CONR5r6, 
-C(=NR5)R6, or-C(=NOR5)R6 substituents, wherein optionally two substituents are 

25 combined to form a cycloalkyl or heterocycloalkyl ring fused to Y; wherein the -Ci- 
6alkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
7cycloaIkyl), -O(aryl), -N(Co-6aIkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6aU<yl)(aryl) groups- 

30 

12. The compound according to Claim 1, or a pharmaceutically 
acceptable salt thereof, wherein 

Y is imidazolyl optionally substituted with 1-3 independent halogen, - 
CN, NO2, -Ci-6alkyl, -Ci-6alkenyl, -Ci.6alkynyl, -0R5, -NR5r6, 
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-C(=NR5)NR6r7, -N(=NR5)NR6r7, ~-NR5cOR6, -NR5c02R6, -NR5s02R8, 
~NR5CO]SrR6R7,-.SR8, -SORS, -SO2R8, -S02KR5r6, -C0R5, -COaR^, -CONR5r6, 
-C(=NR5)R6, or -C(=N0R5)R6 substituents, wherein optionally two substituents are 
combined to form a cycloalkyl or heterocycloalkyl ring fused to Y; wherein the -Ci- 
5 6alkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci^ealkyl, -0(Co-6alkyl), -0(C3- 
7cycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups, 

0 13. The compound according to Claim 12, or a pharmaceutically 

acceptable salt thereof, wherein 

X is phenyl optionally substituted with 1-5 independent halogen, -CN, 
NO2, "Ci.6alkyl, -Ci.6alkenyl, -Ci-6alkynyl, ^Rl, -NR1r2, -C(=NR1)NR2r3, 
-N(=NR1)NR2r3, -NR1C0R2, -NRICO2R2, -NRlSOiR^, -NR1CONR2r3,-SR4, 

5 -S0R4, -SO2R4, -^02NR1r2, -CORI, -CO2RI, -CONR1r2, -C(=NR1)R2, or 
-.C(=N0R1)R2 substituents, wherein optionally two substituents are combined to 
form a cycloalkyl or heterocycloalkyl ring fused to X; wherein the -Ci»6alkyl 

substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, --CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
10 7cycloalkyl), -O(aryl), -N(Co.6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3.7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups. 

14. The compound according to Claim 1, or a pharmaceutically 
acceptable salt thereof, wherein 

15 X is 3-pyridyl optionally substituted with 1-4 independent halogen, 

-CN, NO2, -Ci-6alkyl, -Ci.6alkenyl, -Ci-6alkynyl, -0R5, -NR5r6, 
-C(=NR5)NR6r7, -N(=NR5)NR6r7, -NR5cOR6, -NR5c02R6, -NRSsOsRS, 
.NR5C0NR6r7,->sr8, -S0R8, -SO2R8, -^02NR5r6, -C0R5, -COzRS, .CONR5r6, 
-C(=NR5)r6, or-C(=NOR5)R6 substituents, wherein optionally two substituents are 

to combined to form a cycloalkyl or heterocycloalkyl ring fused to Y; wherein the -Ci- 
galkyl substituent, cycloalkyl ring, or heterocycloalkyl ring each optionally is further 
substituted with 1-5 independent halogen, -CN, -Ci-6alkyl, -O(C0-6alkyl), -0(C3- 
Vcycloalkyl), -O(aryl), -N(Co-6alkyl)(Co-6alkyl), -N(Co-6alkyl)(C3-7cycloalkyl), or 
-N(Co-6alkyl)(aryl) groups. 
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15. The compound according to Claim 1, consisting of: 
5 l-methyl-3-[3-(5-pyridin-2-yl-2H-tetrazol-2-yl)phenyl]imidazolidin-2-one; 
2-[2-(4-pyridin-2-ylphenyl)-2H-tetra2ol-5-yl]pyridine; 
2-[2-(4-pyridin-4-ylphenyl)-2H-tetiazol-5-yl]pyridine; 
2-{2-[3-(lH-imidazol-l-yl)phenyl]-2ff-tetrazol-5-yl}pyridine; 
2-[2-(2-pyrazin-3-ylphenyl)-2H-tetrazol-5-yl]pyridine; 
10 2-[2-(4-morpholin-3-ylphenyl)-2ff-tetrazol-5-yl]pyridine; 

2-{2-[3-(2H-tetrazol-5-yl)phenyl]-2H-tetrazol-5-yl}pyridine; 
2-pyridin-2-yl-5-(5-pyridin-2-yl-2H-tetrazol-2-yl)benzonitrile; 

or a pharmaceutically acceptable salt thereof. 

15 16. The compound according to Claim 1 , consisting of: 

















^ N 
N=N ^ — 
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or a phannaceutically acceptable salt thereof. 



17. A pharmaceutical composition comprising: 

a therapeutically effective amount of the compound according to claim 
1, or a phannaceutically acceptable salt thereof; and 
a pharmaceutically acceptable carrier. 

18. The pharmaceutical composition according to claim 14, further 
comprising i) an opiate agonist, ii) an opiate antagonist, iii) a calcium channel 
antagonist, iv) a 5HT receptor agonist, v) a 5HT receptor antagonist, vi) a sodium 
channel antagonist, vii) an NMDA receptor agonist, viii) an NMDA receptor 
antagonist, ix) a COX-2 selective inhibitor, x) an NKl antagonist, xi) a non-steroidal 
anti-inflammatory drug, xii) a GABA-A receptor modulator, xiii) a dopamine agonist, 
xiv) a dopamine antagonist, xv) a selective serotonin reuptake inhibitor, xvi) a 
tricyclic antidepressant drug, xvii) a norepinephrine modulator, xviii) I^DOPA, xix) 
buspirone, xx) a lithium salt, xxi) valproate, xxii) neurontin, xxiii) olanzapine, xxiv) a 
nicotinic agonist, xxv) a nicotinic antagonist, xxvi) a muscarinic agonist, xxvii) a 
muscarinic antagonist, xxviii) a selective serotonin and norepinephrine reuptake 
inhibitor (SSNRI), xxix) a heroin substituting drug, xxx) disulfiram, or xxxi) 
acamprosate, 

19. The pharmaceutical composition according to claim 18, 
wherein said heroin substituting dmg is methadone, levo-alpha-acetylmethadol, 
buprenorphine or naltrexone. 
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20. A method of treatment or prevention of pain comprising the step 
of administering a therapeutically effective amount, or a prophylactically effective 
amount, of the compound according to claim 1 or a pharmaceutically acceptable salt 
thereof. 

5 

2 1 . A method of treatment or prevention of a pain disorder wherein 
said pain disorder is acute pain, persistent pain, chronic pain, inflammatory pain, or 
neuropathic pain, comprising the step of administering a therapeutically effective 
amount, or a prophylactically effective amount, of the compound according to claim 1 

10 or a pharmaceutically acceptable salt thereof. 

22. A method of treatment or prevention of anxiety, depression, bipolar 
disorder, psychosis, drag withdrawal, tobacco withdrawal, memory loss, cognitive 
impairment, dementia, Alzheimer's disease, schizophrenia or panic comprising the 

15 step of administering a therapeutically effective amount, or a prophylactically 
effective amount, of the compound according to claim 1 or a pharmaceutically 
acceptable salt thereof. 

23. A method of treatment or prevention of disorders of 

20 extrapyramidal motor function comprising the step of administering a therapeutically 
effective amount, or a prophylactically effective amount, of the compound according 
to claim 1 or a pharmaceutically acceptable salt thereof. 

24. The method of claim 23 wherein said disorder of extrapyramidal 
25 motor function is Parkinson's disease, progressive supramuscular palsy, Huntington's 

disease. Grilles de la Tourette syndrome, or tardive dyskinesia. 

25. A method of treatment or prevention of anxiety disorders 
comprising the step of administering a therapeutically effective amount, or a 

30 prophylactically effective amount, of the compound according to claim 1 or a 
pharmaceutically acceptable salt thereof. 

26. The method of claim 25 wherein said anxiety disorder is panic 
attack, agoraphobia or specific phobias, obsessive-compulsive disorders, post- 
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traumatic stress disorder, acute stress disorder, generalized anxiety disorder, eating 
disorder, substance-induced anxiety disorder, or nonspecified anxiety disorder. 

27. A method of treatment or prevention of neuropathic pain 
5 comprising the step of administering a therapeutically effective amount, or a 

prophylactically effective amount, of the compound according to claim 1 or a 
pharmaceutically acceptable salt thereof. 

28. A method of treatment or prevention of Parkinson's Disease 
0 comprising the step of administering a therapeutically effective amount, or a 

prophylactically effective amount, of the compound according to claim 1 or a 
pharmaceutically acceptable salt thereof. 

29. A method of treatment or prevention of depression comprising the 
5 step of administering a therapeutically effective amount, or a prophylactically 

effective amount, of the compound according to claim 1 or a phaimaceutically 
acceptable salt thereof, 

30. A method of treatment or prevention of epilepsy comprising the 
0 step of administering a therapeutically effective amoimt, or a prophylactically 

effective amount, of the compound according to claim 1 or a pharmaceutically 
acceptable salt thereof. 

3 1 . A method of treatment or prevention of inflanomatory pain 
\5 comprising the step of administering a therapeutically effective amount, or a 

prophylactically effective amount, of the compound according to claim 1 or a 
pharmaceutically acceptable salt thereof. 

32. A method of treatment or prevention of cognitive dysfunction 
>0 comprising the step of administering a therapeutically effective amount, or a 

prophylactically effective amount, of the compound according to claim 1 or a 
pharmaceutically acceptable salt thereof. 

33. A method of treatment or prevention of drug addiction, drug abuse 
►5 and dmg withdrawal comprising the step of administering a therapeutically effective 
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amount, or a prophylactically effective amount, of the compound according to claim 1 
or a pharmaceutically acceptable salt thereof. 

34. A method of treatment or prevention of bipolar disorders 
5 comprising the step of administering a therapeutically effective amount, or a 

prophylactically effective amount, of the compound according to claim 1 or a 
pharmaceutically acceptable salt thereof. 

35. A method of treatment or prevention of circadian rhythm and sleep 
10 disorders comprising the step of administering a therapeutically effective amount, or a 

prophylactically effective amount, of the compound according to claim 1 or a 
pharmaceutically acceptable salt thereof. 

36. The method of Claim 35 wherein the circadian rhythm and sleep 
15 disorders are shift-work induced sleep disorder or jet-lag. 

37. A method of treatment or prevention of obesity comprising the 
step of administering a therapeutically effective amount, or a prophylactically 
effective amount, of the compound according to claim 1 or a pharmaceutically 

20 acceptable salt thereof. 
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